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APPLICATION FOR EXTENSION OF PATENT TERM 
UNDER 35 use 156 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

MAIL STOP PATENT EXT. 

SIR: 

Pursuant to 201(a) of the Drug Price Competition and Patent 
Term Restoration Act of 1984, and in accordance with the 



provisions of 35 USC 156, Mitsui Norin Co., Ltd., a coirporation 
of Japan, having a place of business at 1-2-9, Nishishinbashi , 

Minato-ku, Tokyo 105-8427 Japan and Cancer Institute (Hospital) , 
Chinese Academy of Medical Sciences, a corporation of the 
People * s Republic of China, having a place of business at 
Panjiayuan No. 17, Chaoyang District, Beijing 100021, People's 
Republic of China (hereinafter referred to collectively as 
"Applicants"), the assignees of record of United States Patent 
No. 5,795,911, hereby apply for an extension of 1,300 days of 
the term of United States Patent No. 5,795,911 issued August 18, 
1998 on patent application Serial No. 08/835,920 filed April 10, 
1997. 
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The following information is submitted in accordance with 
35 use 156(d) and 37 CFR 1.740, and follows the numerical format 
set forth in 3 7 CFR 1.74 0. 

(1) A complete identification of the approved product as 
by appropriate chemical and generic name, physical 
structure and characteristics; 

VEREGEN™ is a botanical drug product for topical use. The 
drug substance in VEREGEN*^^ is kunecatechins, which is a 
partially purified fraction of the water extract of green tea 
leaves from Camellia sinensis (L,) O Kuntze, and is a mixture of 
catechins and other green tea components. Catechins constitute 
85 to 95% (by weight) of the total drug substance which includes 
more than 55% of Epigallocatechin gallate (EGCg) , other catechin 
derivatives such as Epicatechin (EC) , Epigallocatechin (EGC) , 
Epicatechin gallate (ECg) and some additional minor catechin 
derivatives, i.e., Gallocatechin gallate (GCg) , Gallocatechin 
(GC) , Catechin gallate (Cg) , and Catechin (C) . In addition to 
the known catechin components, it also contains gallic acid, 
caffeine, and theobromine, which together constitute about 2.5% 
of the drug substance . The remaining amount of the drug 
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substance contains undefined botanical constituents derived from 
green tea leaves. 



The structural formula of catechins is shown below. The 
proposed pharmacological class is immuno-modulatory . 

General Structure of Gatechins 
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Each gram of the ointment (VEREGEN (kunecatechins) 
Ointment, 15% (also known as POLYPHENON® E Ointment, 15%)) 
contains 150 mg of kunecatechins in a water- free ointment base 
consisting of isopropyl myristate, white petrolatum, cera alba 
(white wax), propylene glycol palmitostearate and oleyl alcohol. 

POLYPHENON® is a registered trademark of Mitsui Norin Co., 
Ltd. POLYPHENON E™ is a trademark of Mitsui Norin Co., Ltd. 

The VEREGEN*^" trademark is used by Bradley Pharmaceuticals under 
a license from MediGene AG. 

MediGene AG, which has a place of business at Lochhamer 
Str. 11, D-82152 Planegg/Martinsried, Germany, is an exclusive 
licensee of U.S. Patent No. 5,795,911 by virtue of a license 
agreement with Epitome Pharmaceuticals Limited. Epitome 
Pharmaceuticals Limited, having a place of business at 5162 Duke 
Street, Ste 500, Halifax, NS B3J 1N7 Canada, is a licensee of 
U.S. Patent No. 5,795,911 by virtue of a license agreement with 
Mitsui Norin Co., Ltd., a record owner of U.S. Patent No. 
5,-795,911. 
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(3) An identification of the date on which the 
product received permission for commercial 
marketing or use under the provision of law 
under which the applicable regulatory review 
period occurred; 



VEREGEN™ (kunecatechins) Ointment, 15% (POLYPHENON® E 
Ointment, 15%) was approved by the Food and Drug Administration 
("FDA") for commercial marketing pursuant to §505 (b) of the 
FFDCA on October 31, 2006 (see Exhibit 3 (APPROVAL LETTER)). 



(4) In the case of a human drug product, an identification 

of each active ingredient in the product and 
as to each active ingredient, a statement 
that it has not been previously approved for 
commercial marketing or use under the 
Federal Food, Drug and Cosmetic Act, the 
Public Health Service Act, or the Virus- 
Serum-Toxin Act, or a statement of when the 
active ingredient was approved for 
commercial marketing or use (either alone or 



A LETTER OF THE LICENSEE for each of MediGene AG and 
Epitome Pharmaceuticals Limited (attached hereto as Exhibits lA 
and IB , respectively) is being submitted concomitantly herewith, 
which provides authorization to the Applicants to rely on the 
activities and data of MediGene AG and Epitome Pharmaceuticals 
Limited before the Food and Drug Administration in obtaining 
approval of VEREGEN™ (kunecatechins) Ointment, 151 (also known 
as POLYPHENON® E Ointment, 15%) for the purpose of obtaining a 
patent term extension for United States Patent No. 5,795,911. 



The Product Information Sheet for the approved product' is 
the PACKAGE INSERT. A copy of the PACKAGE INSERT for the 
"™ Ointment, 151 is attached hereto as Exhibit 2. 



(2) A complete identification of the Federal Statute 
including. the applicable provision of law under which 
the regulatory review occurred; 

The regulatory review occurred under Section 505(b) of, the 
Federal Food, Drug and Cosmetic Act ("FFDCA"), 21 USC 301, et 
seq. Section 505 provides for the submission and approval of 
new drug applications ("NDAs") for products. 
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m combination with other active 
ingredients) , the use for which it was 
approved, and the provision of law under 
which it was approved; 

The above ingredient in VEREGEN™ (kunecatechins) Ointment, 
15% (POLYPHENON® E Ointment, 15%) comprises a mixture of 
polyphenols derived from a species of green tea, namely Camellia 
sinensis, by water extraction and fractionation by column 
chromatography. The active ingredient in VEREGEN™ 
(kunecatechins) Ointment, 15% (POLYPHENON® E Ointment, 15%) has 
not been previously approved for commercial marketing or use 
under the Federal Food, Drug and Cosmetic Act, the Public Health 
Service Act, or the Virus -Serum- Toxin Act. 

(5) A statement that the application is being submitted 
within the sixty (60) day period permitted for 
submission pursuant to §1. 720 (f) and an identification 
of the date of the last day on which the application ' 
could be submitted; 
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The product was approved for commercial marketing on 
October 31, 2006, and the last day within the sixty (60) day 
period permitted for submission of an application for extension 
(pursuant to 37 CFR 1.720(f)) of the patent is December 30, 
2006. The date of submission of the present application is no 
later than December 30, 2006 and, therefore, the present 
application has been timely filed. 

(6) A complete identification of the patent for which an 
extension is being sought by the name of the 
inventors, the patent number, the date of issue, and 
the date of expiration: 

: 5,795,911 
: August 18, 1998 

: Shu Jun Cheng; De Chang Wang; Yukihiko Hara 
: COMPOSITION FOR TREATING 

CONDYLOMA ACUMINATA 
: 08/835,920 

: April 10, 1997 
: April 10, 2017 



U.S. Patent No. 
Issue Date 
Inventors 
Title 

Application 
Serial No. 
Application 
Filing Date 

Expiration 
Date (unless 
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The application was assigned from the inventors to the 
Applicants by an Assignment recorded on April 10, 1997 in the 
United States Patent and Trademark Office at Reel 84 98, Frame 
0028. A copy of the Recorded Assignment for USP 5,795,911 is 
attached herewith as Exhibit 4 . 

A correction of the address of Mitsui Norin Co., Ltd. was 
recorded in the United States Patent and Trademark Office on 
September 15, 1997 at Reel 8696, Frame 0607. A Change of Name 
Due to Merger (changing the name of Mitsui Norin Co., Ltd. to 
Nittoh Food Co., Ltd.) was recorded in the United States Patent 
and Trademark Office on September 29, 2003 at Reel 014532, Frame 
0308. A Change of Name (changing the name of Nittoh Food Co., 
Ltd. back to Mitsui Norin Co., Ltd.) was recorded in the United 
States Patent and Trademark Office on October 6, 2003 at Reel 
014546, Frame 0842. A Change of Address of Assignee (Mitsui 
Norin Co., Ltd.) was recorded at the United States Patent and 
Trademark Office on September 27, 2005 at Reel 016844, Frame 
0058. 

(7) A copy of the' patent for which an extension is being 
sought, including the entire specification (including 
claims) ; 
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A copy of U.S. Patent No. 5,795,911 is attached as 
Exhibit 5 (PATENT) , 



(8) A copy of any disclaimer, certificate of correction, 
receipt of maintenance fee payment, or reexamination 
certificate issued in the patent; 

No disclaimer or reexamination certificate has been issued 

A Certificate of Correction for United States Patent No. 
5,795,911 was issued on November 19, 1999. A copy of said 
Certificate of Correction is attached herewith as Exhibit 6 . 

Two maintenance fee payments were made to the United State 
Patent and Trademark Office for United States Patent No. 
5,795,911. Copies of each of the receipts for such maintenance 
fee payments, received from the United States Patent and 
Trademark Office, are attached hereto as Exhibits 7A and 7B. 



11 



(9) A statement that the patent claims the approved 
product, or a method of using or manufacturing the approved 
product, and a showing which lists each applicable patent claim 
and demonstrates the manner in which at least one patent claim 
reads on: 

(i) The approved product, if the listed claims 
include any claim to the approved product; 

(ii) The method of using the approved product, if the 
listed claims include any claims to the method of 
using the approved product; and 

(iii) The method of manufacturing the approved 

product, if the listed claims include any 

claim to the method ot manutacturing the approved 
product ; 

The approved product VEREGEN™ (kunecatechins) Ointment, 15% 
(POLYPHENON® E Ointment, 15%), which comprises a tea catechin, 
has been approved for treating external genital and perianal 
warts {Condyloma acuminata) in immunocompetent patients 18 years 
or older. 
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The following claims 1, 2, 3, 5, 6, 1 , 10, 11, 13 and 14 o 
U.S. Patent No. 5,795,911 include the approved use of the 
approved product . 



1. A method of treating Condyloma acuminata 
caused by human papillomavirus, comprising applying to 
an infected area on a human a composition which 
comprises a- tea catechin as a main component in an 
amount effective for treating Condyloma acuminata. 

2 . The method according to claim 1 , wherein the 
composition is in the form of an ointment or a suppository 

3. The method according to claim 1, wherein said 
composition is in the form of an ointment having 5-20% 

by weight of tea catechin. 

5. The method according to claim 1, wherein said tea 
catechin comprises (-) -epigallocatechin. 

6. The method according to claim 3, wherein the tea 
catechin is in an amount of 12-18% by weight. 



13 



7. The method according to claim 3, wherein the 
tea catechin is in an amount of 15% by weight. 

10. The method according to claim 3, wherein the 
ointment contains vaseline as a base to form a cream. 

11. The method according to claim 3, wherein 
the ointment is applied to external genital organs. 

14. The method according to claim 1, wherein the 
infected area is an external genital organ. 

Claim 1 

Claim 1 recites a method of treating Condyloma acuminata 
comprising applying to an infected area a composition which 
comprises a tea catechin. Claim 1 thus recites the active 
ingredient of the approved product, namely a catechin, for the 
approved use, namely treating Condyloma acuminata. 

Claim 2 

In claim 2, which depends on claim 1, an ointment is 
recited. The approved product is an ointment. 
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Claim 3 

In claim 3, which depends on claim 1, an ointment having 

5-2 0% by weight of tea catechin is recited. The approved 
product has 15% by weight of tea catechin. 

Claim 5 

In claim 5, which depends on claim 1, it is recited that 
the tea catechin comprises ( - ) -epigallocatechin . The approved 
product contains (-) -epigallocatechin. 

Claim 6 

-In claim 6, which depends on claim 3, 12-18% by weight of 
tea catechin is recited. The approved product has 15% by weight 
of tea catechin. 

Claim 7 

In claim 1 , which depends on claim 3 due to its correction 
in the Certificate of Correction for United States Patent No. 
5,795,911, issued on November 23, 1999, 15% by weight of tea 
catechin is recited. The approved product has 15% by weight of 
tea catechin. 
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Claim 10 

Claim 10 depends on claim 3 and recites that the ointment 
contains vaseline. The approved product includes white 
petrolatum. 

Claims 11 and 14 

Claim 11 depends on claim 3 and recites that the ointment 
is applied to external genital organs. 

Claim 14 depends on claim 1 and recites that the infected 
area is an external genital organ. 

The approved use covers application of the approved product 
to an external genital organ. 
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(10) A statement beginning on a new page of the 
relevant dates and information pursuant to 
35 use 156(g) in order to enable the 
Secretary of Health and Human Services or 
the Secretary of Agriculture, as 
appropriate, to determine the applicable 
regulatory review period as follows: 
(i) For a patent claiming a human 

drug, antibiotic or human 

biological product: 

(A) The effective date of the 
investigational new drug (IND) 
application and the IND number; 

(B) The date on which a new drug 
application (NDA) or a Product 
License Application (PLA) was 
initially submitted and the NDA or 
PLA number; and 

(C) The date on which the NDA was approved or 

the Product License issued; 
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On July 7, 1998, a "Notice of Claimed Investigational 
Exemption for a New Drug" ("IND") was submitted to the Food and 
Drug Administration (hereinafter sometimes referred to as the 
"FDA") for POLYPHENON® E Ointment, 15%. A copy of the IND 
submission letter is submitted herewith as Exhibit 8 (IND 
SUBMISSION LETTER) . 

The IND was assigned number 56,4 01. The IND became 
effective on August 13, 1998, which is thirty (30) days after 
receipt of the IND by the FDA, i.e., July 14, 1998, A copy of 
the IND acknowledgment letter is submitted herewith as Exhibit 9 
(IND ACKNOWLEDGMENT LETTER) . 

This establishes the beginning of the "regulatory review 
period" under 35 USC 156(g) (1) as of August 13, 1998. 

On September 23, 2005, a new drug application (NDA 21-902) 
was submitted- under §505 (b) of the Federal Food, Drug and 
Cosmetic Act (FDDCA) and §314.50 of Title 21 of the Code of 
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Federal Regulations for POLYPHENON® E Ointment, 15%. A copy of 
the September 23, 2005 letter attached to NDA 21-902 is provided 
herewith as Exhibit 10 (NDA SUBMISSION LETTER) . 

NDA 21-902 for VEREGEN™ (kunecatechins) Ointment, 15% 
(POLYPHENON® E Ointment, 15%) was approved on October 31, 2006. 
Attached as Exhibit 3 (APPROVAL LETTER) is a copy of a letter 
dated October 31, 2006 from the FDA approving NDA 21-902 for 
VEREGEN™ (kunecatechins) Ointment, 15% (POLYPHENON® E Ointment, 
15%) . 

Thus, for the purposes of determining the "regulatory 
review period" under 35 USC §156 (g)(1), October 31, 2006 is the 
date of the first approval of VEREGEN™ (kunecatechins) Ointment, 
15% (POLYPHENON® E Ointment, 15%) . 

Summary of the Most Relevant Dates 

July 7, 1998 : IND for POLYPHENON® E Ointment, 15% 

submitted 
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July 14, 1998 



August 13, 1998 



September 23, 2005 



October 31, 2006 



Receipt by the FDA of the IND for 
POLYPHENON® E Ointment, 15% 
IND 56,401 for POLYPHENON® E Ointment, 
15% became effective 

NDA 21-902 for POLYPHENON® E Ointment, 
15% was submitted 

NDA 21-902 for VEREGEN™ (kunecatechins ) 
Ointment, 15% (POLYPHENON® E Ointment, 
15%) was approved 
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(11) A brief description, beginning on a new page, of the 
significant activities undertaken by the marketing applicant 
during the applicable regulatory review period with respect to 
the approved product and the significant dates applicable to 
such activities. 

As described above, in item (10) hereinabove, an IND for 
POLYPHENON® E Ointment, 15% was submitted on July 7, 1998, which 
became effective on August 13, 1998. The studies under the IND 
are summarized in the attached Exhibit 11 (IND LOG) . These 
studies were used to support NDA 21-902 which was submitted on 
September 23, 2005. 

Subsequent to the submission of the aforesaid NDA, 
personnel of the applicants have had numerous contacts and 
meetings with FDA personnel with respect to the new drug 
application, and these are summarized in the attached Exhibit 12 
(NDA LOG) . 
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(12) A statement, beginning on a new page, that in the 
opinion of the Applicants the patent is 
eligible for the extension and a statement 
as to the length of the extension claimed, 
including how the length of extension was 
determined; 

Statement of Eligibility of the Patent for Extension 
Under §35 USC 156(a) and (c)(4) 

Section 156(a) provides, in relevant part, that the term of 
a patent which claims a product, a method of using a product or 
a method of manufacturing a product shall be extended if (1) the 
term of the patent has not expired before an application for 
extension is submitted, (2) the term of the patent has never 
been extended, (3) the application for extension is submitted by 
the owner of record of the patent or its agent in accordance 
with 35 USC §156(d), (4) the product has been subject to a 
regulatory review period before its commercial marketing or use, 
and (5) the permission for commercial marketing or use of the 
product after such regulatory review period is the first 
permitted commercial marketing or use of the product under the 
provision of law under which such regulatory review period 
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occurred; and §156 (c) (4) provides, that in no event shall more 
than one patent be extended for the same regulatory review 
period for any product . 

As described by corresponding letters, each of these 
elements is satisfied herein as follows: 

(a) The statutory term of U.S. Patent No. 5,795,911 expires 
on April 10, 2017. This Application for Extension of Patent 
Term has, therefore, been submitted before the expiration of the 
patent term. 

(b) The term of this patent has never been extended. 

(c) This Application for Extension of Patent Term is 
submitted by the owners of record, namely Mitsui Norin Co., Ltd. 
and Cancer Institute (Hospital) , Chinese Academy of Medical 
Sciences. This Application for Extension of Patent Term is 
submitted in accordance with 35 USC §156 (d) in that it is 
submitted within the sixty (60) day period beginning on the 
date, October 31, 2 006, that the product received permission for 
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marketing under the Federal Food, Drug and Cosmetic Act and 
contains the information required under 35 USC §156 (d) . 



(d) As evidenced by the October 31, 2 006 letter from the 
FDA, Exhibit 3 (APPROVAL LETTER), the product was subject to a 
regultory review period under §505 (b) (1) of the FFDCA before its 
commercial marketing or use. 

(e) The permission for the commercial marketing of VEREGEN™ 
(kunecatechins) Ointment, 15% (POLYPHENON® E Ointment, 15%) 
after regulatory review under §505 (b) (1) is the first permitted 
commercial marketing of VEREGEN™ (kunecatechins) Ointment, 15% 
(POLYPHENON® E Ointment, 15%), This is confirmed by the absence 
of any approved new drug application under which VEREGEN^" 

• (kunecatechins) Ointment, 15% (POLYPHENON® E Ointment, 15%) 
could be commercially marketed prior to October 31, 2 006. 
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statement as to Length of Extension Claimed 
in Accordance with 37 USC §1.775 



The term of- U,S. Patent No. 5,795,911 should be extended 
for a period of 1,300 days to extend to October 31, 2020. 

The period of extension is determined in accordance with 
35 USC §156 and follows the format set forth in 37 CFR 1.775 (c 
and (d) . 

37 CFR §1. 775(c) . The length of the regulatory review 
period for a human drug, antibiotic drug or human 
biological product will be determined by the Secretary 
of Health and Human Services. Under 35 USC " 
§156(g) (1) (B) , it is the sum of: 

(1) The number of days in the period beginning on the 
date an exemption under subsection (17 of 
section 505 or subsection (d) of section 507 
of the Federal Food, Drug and Cosmetic Act 
became effective for the approved product 
and ending on the date the application was 
initially submitted for such product under 
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those sections or under section 351 of the 
Public Health Service Act; 

The number of days between the effective date of the 
initial IND, August 13, 1998, and the initial submission of NDA 
21-902, September 23, 2005, is a period of 2,598 days, and 

(2) The number of days in the period beginning on the date 
the application was initially submitted for the 
approved product under section 351 of the Public 
Health Service Act, subsection (b) of section 505 or 
section 507 of the Federal Food Drug and Cosmetic Act 
and ending on the date such application was approved 
under such section. 

The number of days between the initial submission of NDA 
21-902 on September 23, 2005, to approval of NDA 21-902 on 
October 31, 2006 is a period of 403 days. 
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37 CFR §1.775 (d) . The term of the patent as extended 
for a human drug, antibiotic drug or human biological 
product will be determined by - 

(1) Subtracting from -the number of days determined by 
the Secretary of Health and Human Services 
to be in the regulatory review period; 
(i) The number of days in the period of 
paragraphs (c) (1) and (c) (2) of this section 
which were on and before the date on which 
the patent issued; 

The number of days in the period of the IND, effective on 
August 13, 1998, which were on or before August 18, 1998, the 
date the patent issued, is a period of 5 days; 

2598 days minus 5 days equals 2,593 days, and 
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the number of days in the period of the NDA initial submission 
of NDA 21-902 on September 23, 2 005, and approval on October 31, 
2006 which were on or before August 18, 1998, the date the 
patent issued, is a period of 0 days. 
403 days minus 0 days equals 403 days. 

(ii) The number of days in the periods of paragraphs 
(c) (1) and (c) (2) of this section during 
which it is determined under 3 5 USC 
156(d) (2) (B) by the Secretary of Health and 
Human Services that applicant did not act 
with due diligence; 

y 

The number of days the Applicant did not act with due 
diligence is 0 days, therefore 

2,593 days minus 0 days equals 2,593 days; 

403 days minus 0 days equals 4 03 days. 
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(iii) One -half the number of days remaining in the 
the period defined by paragraph (c) (1) of 
this section after that period is reduced 
in accordance with paragraphs (d) (1) (i) and 
(11) ot this section; halt days will be 
ignored for purposes of subtraction; 

One-half of 2,593 days equals 1,296 days. 

(2) By adding the number of days determined in 
paragraph (d)(1) of this section to the 
original term of the patent, as shortened by 
any terminal disclaimer; 

403 days + 1,2 96 days = 1,699 days. 

Adding 1,699 days to April 10, 2017, the original term of 
the patent (no terminal disclaimer was made), extends the term 
to December 5, 2 021. 

(3) By adding 14 years to the date of approval of the 
application under section 351 of the Public 
Health Service Act, or subsection (b) of 
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section 505 or 507 of the Federal Food, Drug 
and Cosmetic Act; 

Adding 14 years to October 31, 2 006, the date of approval 
of the Application, results in the date of October 31, 2020. 

(4) By comparing the dates for the ends of the 
periods obtained pursuant to paragraphs 

(d) (2) and (d) (3) of this section with each 
other and selecting the earlier date; 

The earlier date is October 31, 2020. 

(5) If the original patent was issued after 
September 24, 1984, 

(i) By adding 5 years to the original expiration 
date of the patent or any earlier date -set 
by terminal disclaimer; and 

Adding 5 years to the .original expiration date of the 
patent (April 10, 2017) results in the date of April 10, 2022. 
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(ii) By comparing the dates obtained pursuant to 
paragraphs (d) (4) and (d) (5) (i) of this 
section with _ each other and selecting the 
earlier date; 

Comparing October 31, 2020 and April 10, 2 022, the earlier 
date is October 31, 2 02 0 and therefore the patent term should be 
extended to October 31, 2 020. 

(6) If the original patent was issued before September 24, 
1984 , and .... 

This is not applicable for the above- identified patent. 

(13) A statement that Applicant acknowledges a duty to 
disclose to the Commissioner for Patents and Trademarks and the 
Secretary of Health and Human Services or the Secretary of 
Agriculture any information which is material to the 
determination of entitlement to the extension sought (see 
§1.765) ; 
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Applicants acknowledge a duty to disclose to the 
Commissioner for Patents and Trademarks and to the Secretary of 
Health and Human Services any information which is material to 
any determination to be made relative to the application for 
extension. 

Other than the information set forth hereinabove and 
submitted herewith. Applicants are unaware of any additional 
information material to this Application for Extension of Patent 
Term. 

(14) The prescribed fee for receiving and acting upon the 
application for extension (see §1.20 (j)); 

Form PTO-2 03 8 in the amount of One Thousand One Hundred 
Twenty Dollars ($1,12 0) in payment of the prescribed fee for 
receiving and acting upon the application for extension is 
enclosed herewith. 
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(15) The name, address and telephone number of the person 
to whom inquiries and correspondence relating to the application 
for patent term extension are to be directed: 



Richard S. Barth, Esq. 
Frishauf, Holtz, Goodman 
& Chick, P.C. 

220 Fifth Avenue, 16th Fl . 
New York, NY 10001-7708 
Tel. No. (212) 319-4900 
Fax No.: (212) 319-51-01- 
E-Mail: BARTH® FHGC - LAW . COM . 



This application is being signed by the undersigned 
registered practitioner on behalf of the patent owners. 



Frishauf, Holtz, Goodman Respectfully submitted, 
& Chick, P.C. 

220 Fifth Avenue, 16th Fl . 
New York, NY 10001-7708 

Tel. Nos. (212) 319-4900 Richard S. Barth 

(212) 319-4551/Ext . 219 Reg. No. 28,180 

Fax No. : (212) 319-5101 
E-Mail Address: BARTH@FHGC-LAW.COM 

RSB/ddf 
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EXHIBIT lA 
LETTER OF LICENSEE 
OF MEDIGENE AG 



MedlGene 



MediCene AC Lochhamer Str. 1 1 D - 821 52 Planegg/Martinsried 



Tel. (+49) (0)89 - 85 65 29 - 0 
Fax (+49) (0)89 - 85 65 29 - 20 



www. medigene.com 



Commissioner for Patents 
P.O. Box 1450 
Alexandria. VA 22313-1450 



MAIL STOP PATENT EXT, 



Martinsried, November 7, 2006 

CR 



Re: 



Application for Extension of Patent Term 

Under 35 USC 156 for U.S. Patent No. 5.795.91 1 



SI R: 



I, Peter Heinrich, Chief Executive Officer of MediGene AG, state as follows: 

1 . MediGene AG has a place of business at Lochhamer Str. 1 1 , D-821 52, 
Planegg/Martinsried, Germany. 

2. MediGene AG is an exclusive licensee of U.S. Patent No. 5,795,91 1 by virtue of a 
license agreement with Epitome Pharmaceuticals Limited. Epitome Pharmaceuticals Limited 
is an exclusive licensee of U.S. Patent No. 5,795,91 1 by virtue of a license agreement with 
Mitsui Norin Co.. Ltd., a record owner of U.S. Patent No. 5,795,91 1 . 

3. U.S. Patent No. 5,795,91 1 claims treating Condyloma acuminata comprising 
applying to an infected area on a human a composition which comprises a tea catechin. 

4. U.S. Patent No. 5,795,91 1 covers the use of Polyphenon E. 15%. also know as 
"VEREGEN" (which contains a tea catechin) to treat genital warts {Condyloma acuminata). 

5. MediGene AG. in conjunction with Epitome Pharmaceuticals Limited, participated 
in the clinical evaluation and registration of Polyphenon E. 15%, pursuant to NDA 21-902. 
NDA 21-902 was submitted to the Food and Drug Administration by MediGene, Inc. 

6. The relationship between MediGene AG and MediGene, Inc. is as follows: 
MediGene, Inc. is a fully owned subsidiary of MediGene AG. 

7. MediGene AG hereby authorizes Mitsui Norin Co., Ltd. and Cancer Institute 
(Hospital), Chinese Academy of Medical Sciences to rely on the activities of MediGene AG 
and MediGene. Inc. pursuant to NDA 21-902 to file an application under 35 U.S.C. §156 for 
extension of U.S. Patent No. 5,795.911. 



Sitzder Aktiengesellschaft: Martinsried • Amtsgerlcht Miinchen HR B 115761 • Ust.-ID.Nr. DE 167014708 
Vorstand: Dr Peter Heinrich (Vorsitzender), Dr. Ulrich Delvos, Alexander Dexne • Vorsitzender des Aufsichtsrates: Prof. Dr. Ernst-Ludwig Winnacker 
HypoVereinsbank Munchen BLZ 7(X) 202 70 Kto. 271 22 88 • Deutsche Bank Munchen BLZ 700 700 10 Kto. 202 652 400 
Dresdner Bank Munchen BLZ 700 800 00 Kto. 334 092 200 • Commerzbank Munchen BLZ 700 400 41 Kto. 221 208 200 



Very 




Peter Heinrich 




EXHIBIT IB 
LETTER OF LICENSEE OF 
EPITOME PHARMACEUTICALS LIMITED 




EPITOME 

PHARMACEUTICALS 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

MAIL STOP PATENT EXT. 



Re: Application for Extension of Patent Term 
Under 35 USC 156 for U.S. Patent No. 5,795,91 1 

Dear Sir or Madam, 

I, Paul T. Wegener, President of Epitome Pharmaceuticals Limited, having 
authority to act on behalf of Epitome Pharmaceuticals Limited state as follows: 

1 . Epitome Pharmaceuticals Limited has a place of business at 5 162 Duke Street, 
Ste 500, Halifax, NS B3J 1N7 Canada. 

2. Epitome Pharmaceuticals Limited is a licensee of U.S. Patent No. 5,795,91 1 
by virtue of a license agreement with Mitsui Norin Co., Ltd., a record owner of U.S. 
Patent No. 5,795,911. 

3. U.S. Patent No. 5,795,91 1 claims treating Condyloma acuminata comprising 
applying to an infected area on a human a composition which comprises a tea catechin. 

4. U.S. Patent No. 5,795,91 1 covers the use of Polyphenon E, 15%, also known 
as VEREGEN, (which contains a tea catechin) to treat genital warts (Condyloma 
acuminata). IND No. 56,401 for Polyphenon Ointment was filed by Epitome 
Pharmaceuticals Limited. 

5. Epitome Pharmaceuticals Limited, in conjunction with MediGene AG, 
participated in the clinical evaluation and registration of Polyphenon E, 15%, pursuant to 
NDA 21-902. NDA 21-902 was submitted to the Food and Drug Administration by 
MediGene, Inc. MediGene AG is a licensee of U.S. Patent No. 5,795,91 1 by virtue of a 
license agreement with Epitome Pharmaceuticals Limited. 

6. Epitome Pharmaceuticals Limited hereby authorizes Mitsui Norin Co., Ltd. 
and Cancer Institute (Hospital), Chinese Academy of Medical Sciences to rely on the 
activities of Epitome Pharmaceuticals Limited pursuant to IND 56401 and NDA 21-902 
to file an application under 35 U.S.C. §1 56 for extension of U.S. Patent No. 5,795,91 1 . 




5162 DUKE STREET, SUITE 500, HALIFAX, NOVA SCOTIA B3J 1N7 CANADA • PH: (902) 492-1814 • FX: (902) 492-0013 



EXHIBIT 2 
PACKAGE INSERT 



NDA 21-902 
Page 4 



VEREGEN"" 
(Kimecatechins) 
Ointment, 15% 
Rx Only 

For Topical Dermatologic Use Only 
Not for Ophthalmic, Oral, Intravaginal, or Intra-anal Use 

DESCRIPTION 

Veregen is a botanical drug product for topical use. The drug substance in Veregen is 
Kunecatechins, which is a partially purified fi-action of the water extract of green tea leaves fi-om 
Camellia sinensis (L.) O Kuntze, and is a mixture of catechins and other green tea components. 
Catechins constitute 85 to 95% (by weight) of the total drug substance which includes more than 55% 
of Epigallocatechin gallate (EGCg), other catechin derivatives such as Epicatechin (EC), 
Epigallocatechin (EGC), Epicatechin gallate (ECg) and some additional minor catechin derivatives i.e. 
Gallocatechin gallate (GCg), Gallocatechin (GC), Catechin gallate (Cg), and Catechin (C). In addition 
to the known catechin components, it also contains gallic acid, cafifeine, and theobromine which 
together constitute about 2.5% of the drug substance. The remaining amount of the drug substance 
contains undefined botanical constituents derived fi'om green tea leaves. 

The structural formulae of catechins are shown below. 
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General Structure of Catechins 
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Each gram of the ointment contains 150 mg of Kunecatechins in a water free ointment base consisting 
of isopropyl myristate, white petrolatum, cera alba (white wax), propylene glycol pahnitostearate, and 
oleyl alcohol. 

CLINICAL PHARMACOLOGY 
Pharmacodynamics 

The mode of action of Veregen™ Ointment, 15% involved in the clearance of genital and perianal 
warts is xmknown. In vitro, Kmiecatechins had anti-oxidative activity; the clinical significance of this 
finding is unknown. 

Pharmacokinetics 

The pharmacokinetics of topically applied Veregen Ointment has not been sufficiently characterized at 
this time. However, data suggest that systemic exposure to catechins after repeated topical application 
of Veregen Ointment 15% is likely to be less than observed after a single oral intake of 400ml green 
tea. 
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CLINICAL STUDIES 

Two Phase 3 randomized, double-blind, vehicle-controlled studies were performed to investigate the 
safety and efficacy of Veregen™ Ointment in the treatment of immxmocompetent patients 18 years of 
age and older with external genital and perianal warts. The subjects applied the ointment 3 times daily 
for up to 16 weeks or until complete clearance of all warts (baseline and new warts occurring during 
treatment). 

Over both studies the median baseline wart area was 51 mm^ (range 12 to 585 nun^), and the median 
baseline number of warts was 6 (range 2 to 30). 

The primary efficacy outcome measure was the response rate defined as the proportion of patients with 
complete clinical (visual) clearance of all external genital and perianal warts (baseline and new) by 
week 16, presented in Tables 1 and 2 for all randomized subjects dispensed medication. 



Table 1: Efficacy by Region Table 2. Efficacy by Gender 





Cong)lete 
Clearance 






Complete 
Clearance 


All Countries 




Males 






(includes the United States) 

Veregen™15%(yv=397) 
Vehicle (^=207) 


213(53.6%) 
. 73 (35.3%) 


Veregen™15%(A^= 
Vehicle (yv= 118) 


205) 


97 (47.3%) 
34(28.8%) ■ 


United States 




Females 






Veregen™15%(^=2l) 
Vehicle (a^=9) 


5 (23.8%) 
0 (0.0%) 


Veregen'^15%(A^ = 
Vehicle (yv=89) 


192) 


116(60.4%) 
39(43.8%) 



Median time to complete wart clearance was 16 weeks and 10 weeks, respectively, in the two phase 3 
clinical trials. 

The incidence rate of recurrence of external genital and perianal warts after treatment in patients with 
complete clearance is imknown. 

INDICATION AND USAGE 

Veregen™ is indicated for the topical treatment of extemal genital and perianal warts {Condylomata 
acuminata) in immimocompetent patients 18 years and older. 

CONTRAINDICATIONS 

Veregen is contraindicated in individuals with a history of sensitivity reactions to any of the 
components of the ointment. Li case of hypersensitivity, treatment should be discontinued. 

WARNINGS 

Veregen™ has not been evaluated for the treatment of urethral, intra-vaginal, cervical, rectal, or intra- 
anal human papilloma viral disease and should not be used for the treatment of these conditions. 
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PRECAUTIONS 
General 

Use of Veregen™ on open wounds should be avoided. 

The safety and efficacy of Veregen™ in immunosuppressed patients have not been established. 
Safety arid efiBcacy have not been established for Veregen in the treatment of external genital and 
perianal warts beyond 16-weeks or for multiple treatment courses. 

Patients should be advised to avoid exposxu-e of the genital and perianal area to sun/UV-light as 
Veregen™ has not been tested under these circximstances. 

Information for Patients 
General Information 

Patients using Veregen™ should receive the following mformation and instructions: 

1. This medication is only to be used as directed by a physician. It is for external use only. Eye 
contact should be avoided as well as application into the vagina or anus. 

2. It is not necessary to wash off Veregen ^ prior to the next application. When the treatment area 
is washed or a bath is taken, the ointment should be appUed afterwards. 

3. It is common for patients to experience local skin reactions such as erythema, erosion, edema, 
itching, and bximing at the site of application. Severe skin reactions can occur and should be 
prompdy reported to the healthcare provider. Should severe local skin reaction occur, the 
ointment should be removed by washing the treatment area with mild soap and water and 
further doses held. 

4. Sexual (genital, anal or oral) contact should be avoided while the ointment is on the skin, or the 
ointment should be washed off prior to these activities. Veregen™ may weaken condoms and 
vaginal diaphragms. Therefore the use in combination with Veregen™ is not recommended. 

5. Female patients using tampons should insert the tampon before applying the ointment. If the 
tampon is changed while the ointment is on the skin, accidental application of the ointment into 
the vagina must be avoided. 

6. Veregen™ may stain clothing and bedding. 

7. Veregen™ is not a cure and new warts might develop during or after a course of therapy. If 
new warts develop dxaring the 16 -week treatment period, these should also be treated with 
Veregen™. 

8. The effect of Veregen™ on the transmission of genital/perianal warts is unknown. 

9. Patients should be advised to avoid exposure of the genital and perianal area to sun/UV light as 
Veregen™ has not been tested imder these circiunstances. 

10. The treatment area should not be bandaged or otherwise covered or wrapped as to, be 
occlusive. 

11. Uncircumcised males treating warts xmder the foreskin should retract the foreskin and clean 
the area daily. 
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Carcinogenesis, Mutagenesis, Impairment of Fertility 

The Maximum Recommended Human Dose (MRHD) of Veregen™ Ointment, 15% was set at three 
times daily topical administration of 250 mg, 750 mg total, containing 1 12.5 mg Kimecatechins for the 
animal multiple of human exposure calculations presented in this labeling. Dose multiples were 
calculated based on the human equivalent dose (HED). 

In an oral (gavage) carcinogenicity study, Kunecatechins was administered daily for 26 weeks to p53 
transgenic mice at doses up to 500 mg/kg/day (22-fold MRHD). Treatment with Kunecatechins was 
not associated with an increased incidence of either neoplastic or non-neoplastic lesions in the organs 
and tissues examined. Veregen™ Ointment, 15% has not been evaluated in a deraial carcinogenicity 
study. 

Kimecatechins was negative in the Ames test, in vivo rat micronucleus assay, UDS test, and transgenic 
mouse mutation assay, but positive in the mouse lymphoma mutation assay. 

Daily vaginal administration of Veregen™ Ointment, 15% to rats from Day 4 before mating and 
throughout mating until Day 17 of gestation did not cause adverse effects on mating performance and 
fertility at doses up to 0.15 mL/rat/day. This dose corresponds to approximately 150 mg/rat/day (8-fold 
MRHD). 

Pregnancy Category: C 

Embryo-fetal development studies were conducted in rats and rabbits using intravaginal and systemic 
routes of administration, respectively. Oral administration of Kunecatechins during the period of 
organogenesis (gestational Days 6 to 15 in rats or 6 to 18 in rabbits) did not cause treatment related 
effects on embryo- fetal development or teratogenicity at doses of up to 1,000 mg/kg/day (86-fold 
MRHD in rats; 1 73-fold MRHD in rabbits). 

In the presence of maternal toxicity (characterized by marked local irritation at the administration sites 
and decreased body weight and food consxmiption) in pregnant female rabbits, subcutaneous doses of 
12 and 36 mg/kg/day of Kunecatechins during the period of organogenesis (gestational Days 6 to 19) 
resulted in corresponding influences on fetal development including reduced fetal body weights and 
delays in skeletal ossification. No treatment related effects on embryo-fetal development were noted at 
4 mg/kg/day (0.7-fold MRHD). There was no evidence of teratogenic effects at any of the doses 
evaluated in this study. 

A combined fertility / embryo-fetal development study using daily vaginal administration of 
Veregen™ Ointment, 15% to rats from Day 4 before mating and throughout mating until Day 17 of 
gestation did not show treatment-related effects on embryo-fetal development or teratogenicity at doses 
up to 0. 1 5 mL/rat/day (8-fold MRHD). 

A pre- and post-natal development study was conducted in rats using vaginal administration of 
Veregen™ Ointment, 15% at doses of 0.05, 0.10 and 0.15 mL/rat/day from Day 6 of gestation through 
parturition and lactation. The high and intermediate dose levels of 0.15 (8-fold MRHD) and 0.10 
mL/rat/day resulted in an increased mortality of the Fo dams, associated with indications of parturition 
complications. The high dose level of 0.15 mL/rat/day also resulted in an increased incidence of 
stillbirths. There were no other treatment-related effects on pre- and post-natal development, growth, 
reproduction and fertility at any dose tested. 
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There are no adequate and well-controlled studies in pregnant women. Veregen Ointment, 15% 
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Nursing Mothers 

It is not known whether topically applied Veregen™ is excreted in breast milk. 
Pediatric Use 

Safety and efficacy in pediatric patients have not been established. 
Geriatric Use 

Seven patients (1.4%), older than 65 years of age were treated with Veregen™ in clinical studies. 
This, however, is an insufficient number of subjects to determine whether they respond differently 
from younger subjects. 

ADVERSE REACTIONS 

ADVERSE EVENTS / LOCAL SKIN REACTIONS 

In Phase 3 clinical trials, a total of 397 subjects received Veregen™ Ointment, 15% three times per day 
topical application for the treatment of external genital and perianal warts for up to 16 weeks. 

Serious local adverse events of pain and inflammation were reported in two subjects (0.5%), both 
women. 

In clinical trials, the mcidence of local adverse events leading to discontinuation or dose interruption 
(reduction) was 5% (19/397). These included the following events: application site reactions (local 
pain, erythema, vesicles, skin erosion/ulceration), phimosis, inguinal lymphadenitis, urethral meatal 
stenosis, dysuria, genital herpes simples, vulvitis, hypersensitivity, pruritus, pyodermitis, skin ulcer, 
erosions in the urethral meatus, and superinfection of warts and ulcers. 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug 
and may not reflect rates observed in practice. 

Local and regional reactions (includes adenophathy) occurring at >1% in the treated group are 
presented in Table 3. 
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Table 3: Local and Regional Adverse Reactions During 
Treatment (% Subjects) 





Vereffen 


Vehicle 






(N^IO?) 


Erythema 


70 


32 


Pruritus 


69 


45 


Burning 


67 


31 


Pain/ di scorn fort 


56 


14 


Erosi on/Ul cerati on 


49 


10 


Edema 




1 1 

1 X 


Induration 


35 


11 


Rash vesicular 


20 


6 


Regional Lymphadenitis 


3 


1 


Desquamation 


5 


<1 


Discharge 


3 


<1 


Bleeding 


2 


<1 


Reaction 


2 


0 


Scar 


1 


0 


Lritatiori 


1 


0 


Rash 


1 


0 



A total of 266/397 (67%) of subjects in the Veregen, 15% group had either a moderate or a severe 
reaction that was considered probably related and of these 120 (30%) subjects had a severe reaction. 
Severe reactions occurred in 37% (71/192) of women and in 24% (49/205) of men. The percentage of 
subjects with at least one severe, related adverse event was 26% (86/328) for subjects with genital 
warts only, 42% (19/45) in subjects with both genital and perianal warts and 48% (1 1/23) of subjects 
with perianal warts only. 

Phimosis occurred in 3% of uncircumcised male subjects (5/174) treated with Veregen and in 1% 
(1/99) in vehicle. 

The maximum mean severity of erythema, erosion, edema and induration was observed by week 2 of 
treatment. . 

Less common local adverse events included urethritis, perianal infection, pigmentation changes, 
dryness, eczema, hyperesthesia, necrosis, papules, and discoloration. Other less common adverse 
events included cervical dysplasia, pelvic pain, cutaneous facial rash and staphylococcemia. 

hi a dermal sensitization study of Veregen ointment in healthy volunteers, hypersensitivity (type IV) 
was observed in 5 out of 209 subjects (2.4%) xmder occlusive conditions. 

OVERDOSAGE 

Overdosage with Veregen™ has not been reported. 
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DOSAGE AND ADMINISTRATION 

Veregen™ Ointment, 15% is to be applied three times per day to all external genital and perianal 
warts. 

It is recommended to wash the hands before and after application of Veregen™ About an 0.5 cm 
strand of the Veregen™ Ointment, 15% should be applied to each wart using the finger(s), dabbing it 
on to ensxire complete coverage and leaving a thin layer of the ointment on the warts. 

It is not necessary to wash off the ointment from the treated area prior to the next application. 

Treatment with Veregen™ should be continued xmtil complete clearance of all warts, however no 
longer than 16 weeks. 

Local skin reactions (e.g. erythema) at the treatment site are frequent. Nevertheless, treatment should 
be continued when the severity of the local skin reaction is acceptable. 

HOW SUPPLIED 

Veregen™ ointment, 15% is a brown ointment and is supplied in aluminium tubes containing 15 gram 
ointment per tube. 

Storage Conditions 

Prior to dispensing to the patient, store refrigerated 2^C to 8°C (36^F to 46^F). After dispensing, store 
refrigerated or up to 25°C (77°F). 
Do not freeze. 

Keep out of reach of children 

NDC# 10337-450-15 

The VEREGEN trademark is used by Bradley Pharmaceuticals, Inc. under license from 
MediGene AG . " 

Manufactured by: 

C,P.M. Contract Pharma GmbH & Co. KG 

Friihlingstrasse 7 

D-83620 Feldkirchen-Westerham 

Germany 

Manufactured for: 




OERMATOLQGICS 



A SUBSIDIARY OF BRADLEY PHARKiACEUnCALS, INC 

383 Route 46 West 
Fairfield, NJ 07004 2402 USA 

Co-marketed with Kenwood Therapeutics, a division of Bradley Pharmaceuticals, Inc. 
October 2006 
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PATIENT INFORMATION 

Veregen 
(Kunecatechins) 
Ointment, 15% 

Rx Only 

Read this leaflet carefully before you start using Veregen Ointment, 15% and each time you refill your 
prescription. There may be new information. TTiis information does not take the place of your doctor's 
advice. If you have any questions about Veregen Ointment, 15% or your condition ask your doctor or 
pharmacist. Only your doctor can prescribe Veregen and determine if it is right for you. 

What is Veregen Ointment, 15%? 

Veregen Omtment, 15% is a medicine for skin use only (topical) for the treatment of warts on the 
outside of the genitals and around the outside of the anus caused by a virus known as the human 
papilloma virus (HPV) in adults. It is not a treatment for the HPV infection in the vagina, cervix, or 
inside the anus. Your doctor may recommend examination and screening tests (such as a Pap smear) 
to look for signs of the HPV infection in these areas. 

Who should not use Veregen Ointment, 15%? 

Do not use Veregen Ointment, 15% if you are allergic to an ingredient in Veregen Ointment, 15%. 
The list of ingredients is at the end of this leaflet 

What should I tell my doctor before taking Veregen Ointment, 15%? 

Tell your doctor about all your health conditions and all the medicines you take including prescription, 
over-the-counter medicine, vitamins, supplements, and herbals. Be sure to tell your doctor if you are: 

• pregnant or planning to become pregnant, as it is not known if Veregen Ointment, 15% can 
harm your unborn baby. Your doctor will determine whether the benefit outweighs the 
risk. 

• breastfeeding, as it is not known if Veregen Ointment, 15% can pass into your milk and if it 
can harm your baby. 

• using any other type of skin product or have open wounds on the area to be treated* 

Veregen Ointment, 15% should not be used until your skin has healed fi-om other treatments 
applied to the same area. 

• immunocompromised. This means that yoxir immune system cannot fight infections as well 
as it should. 
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How should I use Veregen Ointment, 15%? 

• Use Veregen Ointment, 15% only on the area affected exactly as prescribed by yotir doctor. 

• Wash your hands before and after application of Veregen Ointment, 15%. A small amount 
of the ointment should be applied to all wart using your finger(s), dabbing it on to ensure 
complete coverage and leaving a thin layer of the ointment on the warts as directed by your 
doctor. 

• Apply Veregen Ointment, 15% three times per day — in the morning, at noontime and in 
the evening. 

• Do not wash off the ointment from the treated area before the next application. When you 
wash the treatment area or bathe, apply the ointment afterwards. 

• Treatment with Veregen Ointment, 15% should be continued until complete clearance of all 
warts, however no longer than 16 weeks. If your warts do not go away, or if they come back 
after treatment call yoxir doctor. 

• Veregen Ointment, 15% is not a cure for warts on your genitals or aroimd your anus with 
certainty. New warts may develop during or after treatment, and may need treatment. 

What Should I Avoid WhUe Using Veregen Ointment, 15%? 

• Do not apply Veregen Ointment, 15% on open wounds or into the vagina or into the anus. 

• Genital warts are a sexually transmitted disease, and you may infect your partner. 

• Avoid sexual contact (genital, anal or oral) when Veregen Ointment, 15% is on your genital or 
perianal skin. If you do choose to have sexual contact, you must wash off the ointment 
carefiiUy before having protected sexxial contact as the ointment may weaken condoms and 
vaginal diaphragms. Talk to your doctor about safe sex practices. 

• Avoid contact with your eyes, nostrils and mouth while ointment is on your finger(s). 

• Women using tampons: insert the tampon before applying the ointment. If you need to change 
your tampon while the ointment is on your skin, avoid getting the ointment into the vagina. 

• Uncircumcised men treating warts under the foreskin should retract the foreskin and clean the 
area daily. 

• Do not expose the genital area treated with Veregen Ointment, 15% to sunlight, simlamps or 
tanning beds. 

• Do not cover the treated area. Loose-fitting undergarments can be worn after applying Veregen 
Ointment, 15%. 

• Veregen Ointment, 15% may stain your light colored clothes and bedding. It is reconunended 
to wear darker colored undergarments while using Veregen Ointment, 15%. 
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What are the possible side effects of Veregen Ointment, 15%? 

The most coimnon side effects with Veregen Ointment, 15% are local skin and application site 
reactions including: 

• redness 

• swelling 

• sores or blisters 

• burning 

• itching 
® pain 

Many patients experience itching, reddening or swelling on or around the application site during the 
course of treatment. Some of these side effects could be a sign of an allergic reaction. If you 
experience open sores or other severe reactions at the locations you applied Veregen, stop treatment 
and call your doctor right away. 

You may experience other side effects of Veregen Ointment, 15%, which are not mentioned here. Ask 
your doctor or pharmacist for more information. 

Patients should be aware that new warts may develop during treatment as Veregen Ointment, 15% is 
not a cure. 

How should I store Veregen Ointment, 15%? 

• Store Veregen Ointment, 15% refrigerated or up to 77°F (25 °C). 

• Do not freeze. 

• Make sxu'e the cap on the tube is tightly closed. 

• Safely throw away Veregen Ointment, 15% tubes that are out of date or are empty. 
Keep Veregen Ointment, 15% and all medicines out of the reach of children. 
General advice about prescription medicines 

Medicines are sometimes prescribed for conditions that are not mentioned in patient information 
leaflets. Do not use Veregen Ointment, 15% for a condition for which it was not prescribed. Do not 
give Veregen Ointment, 15% to other people, even if they have the same symptoms you have. It may 
harm them. Do not use Veregen Ointment, 1 5% after the expiration date on the tube. 

This leaflet summarizes the most important information about Veregen Ointment, 15%. If you would 
like more information, talk with your doctor. You can ask your pharmacist or doctor for information 
about Veregen Ointment, 15% that is written for the doctor. 

What are the ingredients in Veregen Ointment, 15%? 

Active ingredient: 

A defined green tea extract named Kunecatechins. 
Inactive ingredients: 

Isopropyl myristate, white petrolatum, cera alba (white wax), propylene glycol palmitostearate, and 
oleyl alcohol. 
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Veregen is a trademark of MediGene AG, D-82152 Planegg/Martinsried, Germany. 

Manufactured by: C.P.M. Contract Pharma GmbH & Co. KG, FrOhlingstrasse 7, D-83620 
Feldldrchen-Westeriiam, Germany. 

Manufactured for: 

^ OOAK DERMATOLOGICS 

ASUBSOMARy OF KW0LEY mARMAmmCAiS, INC 

383 Route 46. West 
Fairfield, NJ 07004 2402 USA 

Co-marketed with: 

^K ENWOOD THERAPEUTICS 

A DIVISION OF BRADLEV raARMACEtmCALS, INC 
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Food and Drug Adminiirtnition 

Cwiter for DruK EvainatiDn and Keseairh 

Office of Dro^ Ifivaloation m 



Uate: 



FACSIMILE TRANSMITTAL SHEET 



To: MediUcnelnc. ^^TX J^)l i — 

ltoI^Sr.MHn«gcr,Il^gulatoryAfl&ir3 VIW^'^TA 

MyiocnIgnacio,Rt;iPilmoiy Affairs Assoc. X K\ n^r>X\J:s^W^ 

Phone; (858) 586-2246 ijj 

Fax: (858) 586-2241 ZTl^ Q \j 



niis tnu«aais»ion includes |^p««cs (includiog Oris page) 



From: MiUie Wright, l»rojeci Man*»gcr 
Phone: (301) 976-2110 
Fax; (301) 7y6-9895 



THIS DOCUMRNT IS INTENDED ONLY FOR TlIE USE OP -mp 
PARTY TO WHOM IT IS ADDRRSSED AND KA^OT^J^ 
FORMATION TTT AT IS ?^JVlLBG^^^n^^ 
PKOrri^TEDBY APPLICABLE LAW. Ifyou^omel^^ 

ai«hcrcbyriohfiedih4tanyreview,disclo5iirc,dissendnaticHL 

' • hascd an the content ofitiia commuSc;u;ou i. 

unauthomedandsirictfyprohibUeiL If you have received thS^ 

I^?.iooTb" US S " ^^"^ ^ ^ SiJvcr Spring. MD 



1 
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MediGene, Tnz. 

Attention: Pam L^on 

Sr. Manager, Regulatory Afi&iis 

10660 Scripps Ranoh BIvA, Suite 200 

San Diego, California 92131 

Dear Ms. Larson 



(kunecatcchins) Ointment. ^^-^^^^^ and Cosmetic ^ for Veregen™ 

We acknowledge recdirtofyour submissions dated Dccemb^ . . k 

February 3. 16 (2). 22 and 28; March 2 and eXS 17^ 90 .T^,!"^ ^' 
26; June 2, 6 and 22; July 1 1 and 24; Au^ 2 9 1o 14 r^^^^^^^^ f '/if^ ^ ^' 5' 5' 18 «d 
28; and October 4. 5, 6. 10. 13. 23, W). 2^ ^^d Vo!^ ^ ^' ^'^^> 

This new drug application provides for the use of Vereoen™rin.n«.»w^ 

for the topical treatment of external geJtS ^"SiaiSTT^^?^^?;"'"''"^ 

immunocompetemi-atients 18 yeare and older warts (Co/i^/owote aci»m„a/fl) in 



Wecompletedourr^mewofthisapphcat^^^ It is anDK,v«L ««>^ 

letter, for use as rcccramendcd in the agreed-UDon I^Kni. u^^^ l^cctiye on the date of this 
specifications, provi.led in your Ocu^Tl^^^^ the agreed-iqwn drug 

manufacturingprocess desSS^^^^r ^ ''^ soi^c and^ 

with PPL tlJ^t is nof id^L™^:?,^^^^ 

un^proved new dru ^ product misbiwided and an 

^S^i^^trt;/:^^^^^ ^^^--^ titled p.^^., 

of the FPL as soon ft is avaiS?rbufn^„^ 3^^^^^' 20 paper copii 

of the copies on heavyweight paper ^-s^m^.T f'^ " P™^' I^dividualtymount 15 
g|«bmission "FPL fo/sppZ^mAi^^'^J^'^f^''^ <»«i^c this 

mfore the labeling is Approval of this submission by FDA is nSrequired 
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^^S ^^iSr^^^^ text. 
pubUc disseminatioa ^ National Libraty of Medicine for 

effectiveness of th« pro^p^^^'^''^''^^^^ of the safety and 
waiving the pediatic study requirement for this Z^S^ requiremait is waived or deferred. We are 
limited for this use. a>r this apphcation because the number of pediatric patients is 

two-arm study wiU be diignedTS^too^e ^ I^TfT" ""^-^ ^^^"^O'^- 
«rtemal genital and perianal warts ^ M^^^^^^ 
Omtment, 1.5%, and into the second aim 20 ^ahSS h^f ^ 
green tea solution 3 times daily forrXys iS^^"^^^ who a« to drink a 

WiU be obtained prior to and at s^eral "^^^ of caiechin levels 

a g«en teal ;K,luti^ or l^i^m^^^^^'Z^T^ II '^'""^ ^ of 
and 7. The ..tudy will be^^ut^^S "«^^«ly. « Days 1 

be established in Jq«n and fomUine ClSS^f;!^ ^ commercial source for API to 
substance ar.d drug product. ^« FDA-defined specifications for the botanical drug 

Protocol to be submitted by July 2007 

Study Start Date by January 2008 

Final Report Submission by January 2009. 

th^NDA Tl^estatussummaiysh^diSe^S°i^^,r°^ 

submission dates, any changes in plans sSncT^r^^^T^ completion and final report 

patiems entered into Lh "L^b^^L^dS ^"^^ «^ber of 

postmarketing study commitmLts mrSS^ti^l^l!!'^'' *° 

Protoeor, "Postm^ilceting Study CommiCS ^J^^'^T^^^'^^y Commitmeot 

Commitment Correspondence." *iaal Report , or "Postmarketing Study 
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Food and Drug Administration 

Center for Drag Evaluation and Research 

JSn,^o°A°^°™!^^*^^ Advertising, and Communications 
?yu 1 -ij Ammendale Road 

Beltsville, MD 20705-1266 
Please submit one inaricet package of the drug product when it is available. 
ZlT^t lu^l ^"^'"^ -l"*' an approved NDA (2 1 GFR 

The MedWatch-to-:S4anufecturer Program provides manufacturer? with conies of ««« w 
reports that are received directly by the FDA New molJ^^i^l.^ J ^^"^ 
qualify for indusio,! for three year^ aftef a^Vd ?oS 

this product. To participate in L piT,gra,^^e si Ae^n^^^^^ t T*''* "^'"^ ^'^'^^P^^ 
description details «.^.fd..o^/n,S:?;^^^^^ 

If you have any questions, caU MiHie Wright. Project Manager at (301) 

Sincerely, 

(See appended electronic signature page} 

Daniel Shames, M.D. 

Deputy Division Director (Acting) 

Office of Drug Evaluations m 

Center for Drug Evaluation and Research 

Enclosure 
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VEREGEN^ 
(Kunecatechins) 
Ointment, 15% 
RxOuIy 

For Topical Dermatologic Use Only 
Not for Ophthalmic Oral, Intravagiiuil, or Intra-anal Use 



DESCRIPTION 

„1M 



Veregen'^ is a botanical drug product for tonical n, ^ 

Kunecatechins. which is a partiLly^Scd LS^^of^. ^ ^ « 

Concilia sine^is (L) 0 iSlS^ a 

Catechins constitute 85 to 95% (by weight) ofAT^Lrfn^^ J? ^ «^ components, 
of Epigallocatechin gallate flEGC^ otSL 

^isaUocatechin(I::GCrEpicatSS^:ilafffiCe^ Epicatechin (EC), 

GaUocatechin gallate (6c1, oSt^Si^C^j^cStS^^^ ^^^^ - 

to the known catechin components, it also conta^^fS ^^^^ P ^ 

together constitute about 2.5% of the drug substance ^ r^lini^ ' "^^^^^^ which 
contains undefined botanical constituenJd^^^^^^ substance 

The strucnral fonnulae of catechins are shown below. 
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General Strnctnte of Catecbins 



FDfl/CDER/DDDDP/HFD540 



301 827 2091 P. 06 



JOH 



OH 





c 
0 

H 



OH 
8 
OH 
H 



O 



OR 
OH 
N 



Each gram of the ointment contains 1 50 mc of Kunecat^^Wnc * ^ . 

of isopropyl myrist^^e, white petix>ktum ^X^^ ' ^""^ ^ ^^^^^^ ^^^^^^g 

olej^ alcohol, «xm, cera alba (white wax), propylene glycol pahnitostearate, and 

CLINICAL PHARMACOLOGY 

PhamiacodyiiamtCi; 

finding is unknown. «»iecmns had anti-oxidative activity; the clinical significance of this 

Pfaaroucokinetics 

^ '~'°"''^°'»<"«1 "tea angle oral iniake of 4()0n5 green 
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CLINICAL STU DIES 

Sl^^ IT'^^T^ doubtejlind, vehicle<«ntn)Ued studies were perfomied to investigate the 
safety and efficacy of Veregcn™ Ointment in the treatment of inununoconmetent rwticT^ «f 

^«t) ^^"^ of all warts (baseline and new warts occurring dSng 

Over both studies the median baseline wart area was 5 1 nmi^franffe 12 to «s™«2x . ^, 
baseline number o:' warts was 6 (range 2 to 30) 12 to 585 mm ). and the median 

The primary effics cy outcome measure was the resoonse rate dcfin«H ne a. ««.^«-^ 

week 16. presentct. m Tables 1 and 2 for aU randomized subjects dispensed medication. ^ 



Table 1 : Effica cy by Region 



Table 2. Efficacy by Gender 





Complete 
Clearance 




Complete 


All CouQtrto 

(likclade$ the United SUtes) 
Vcrcgen™l5%(v=397) 
Vehicle 207) 


213 (53.6%) 
73 (353%) 


Males 

Vczegcn^Wl5%(Ar*205) 
Vehicle (a =-118) 


97 (473%) 
34(28.8%) 


United States 

Vcrpgcn™I:>%(y/=.20 
VdiicIc(Ar=')) 


5(23.8%) 
0 (0.0%) 


Females 

Vcregen™15%(Ar«i^) 
Vehicle (yv=«9) 


116(60.4%) 
39(43.8%) 



INDICATION AN]) USAGE 

J^ST, S:^p^"Slrr^:S. peri-, wan, (C«^^„„ 

CONTRAINDlCA':nONS 

V«cgen is contrixndicated in individuals with a hivtnn/ «<• 
WARNINGS 

Veregen™ has not been evaluated for the treatment of urethral intra-vaanal c«r^>»i «^ , ^ 
analhumanpapmo.. Viral disease and Should «>t be usedTi^e'^^^ 
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PRECAUTIONS 
General 

IJ^ of Vcregen™ on opcsn wounds should be avoided. 

Infoimation for Patients 
General Infonnation 

1. This mediciition is only to be used as diWtpH k« o «k.»- • t • 

fiiither dose« held. ^ «^ n»ild soap and water and 

4, Sexual (gCTital. anal or oral) contact should be avoided while ftp ni„»™ 

omtncnt should be washed off prior to these vJL^^^S""' ^ 0^ 

^as^aldiapJuBgms. Therefore the use in combS^ «ay weaken condoms and 

5. Female patients using tannwns should in^t?^ with Vercgen^ is not recommended. 

tampon is changcd^K^^toS is^nf ^^^^ ^ the 

the vagina must be avoSei °f the ointment into 

7 bedding. 

/• veregen ui not a cure and new warfc m;«>,t ^» 1 ^ • 

new warn d.«-clop during the^-^^t7^*f^ or after a «,»,« of therapy. If 
VBegen™. * ''^<»'' P«iod, these sliouid also be treated with 

o-Sl^r^' - *o„U no. b. bandaged or otherwise covers, or wrapped as » be 
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Carcinogeaesis, Mutagenesis, Impairment of Fertfllty 

The Maximum Recommended Human Dose fMRHD^ of Vptpo^oTm , , , 

times daUy topical administration of 250 mZ TSOmalZ f^^- Oj^ent. 15% was set at three 
animal mult^Ie of^Z^^^^^d^^^ «>mammg 1 12.5 mg Knnecatechins for the 
caknlatedbaLcoithehum^^alS^^'"^"*^^ Dose multiples were 

not associated with an inc^ased ir^cSm^^^ Treatoient with KunecatecWns ^ 

Presuncy Cat^ciry: C 

^^^^^is^r-^TeroS^^ 

oipmogenesis (gestational 6 to l^^^TtT^^r^^^'^^^ *«°S Pcnod of 
effects on embiyo-i.^ develoVmcnt or t^g^d^ L f ^ "'l^d 
MRHD in rats; 173-fold MRHD m labbi^^^^ ^ ^ "^^^^ ^'^^ mg/kg/day (86-foId 

In tte presence of maternal toxicity (characterized bv marV.^ 1^ 1 ■ • 
and decreased body wdght and f<^d cooSf^ 

1 2 and 36 mg/kg/d.y of Kunecatec^S ^ pS^S^lf^' subcutaneous doses of 

resuhed in coirespcoding influencKon f^H^ 1^ of organogenesis (gestational Days 6 to 19) 

dela>.inskeKsilicL^'^:^'i^:S^^^^^^ 
Ve^'^lSin^:^;^^^ 

gestation dWaMalK«treata«^«taSiffi^^^-^ f™* *™*o»l nwins until Day 17 of 

^itturition aod laaufon. Tbc high ^ i^™*l^i Day 6 of gestetion through 

r^uction and fertaity a, ™y^Sl<S '"^ »° »d PO»-nataI d^clopmem. growth. 
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sho»ldbeuscd<fc„^gp«gn3ncyo„lyifthepotential3j^^ 

It is not hiown ^tether topicaUy appUed Vcregcn™ is excreted in bna^ 
Pediatric Use 

Safety aai efficacy in pediatric patients have not been established. 
Geriatric Use 

Seven patients (1.4%), older than 65 years of aee were treated v^th to • • 

This, however. an insufficient numS^f LhflZ^ ""^"^^ 

from younger sulrects ^ "^"^^^ respond differently 

ADVERSE REA'CnONS 

ADVERSE EVE -ra / LOCAL SKIN TO ACTIONS 

In Phase 3 clinical trials, a total of 397 subjects received Vcregeni« Ointment i w 
topcal application for the treatment of extendi genital andS 

S«^o^ local adv<:rse events of pain and inflamn^on were reported in two subjects (0.5%). both 

erosions inthe^bralm^Tan^S^^^o?^?— P^-^^ ulcer. 

and may not reflect rates oJ2^^^ ^.^^ ^"^^^^^^ ^ ^K^*^ trials of another dru^ 

Local and regional reactions (includes adenophathy) occumne «t >7P/ • *u 

presented in Table 3. "P^wmy; occumng at >l% m the treated group are 
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Table 3: Local and Reefonal Adverse ReactioDs Darine 
Treatment (% Sub jectsj 



Erythema 
Pruritus 
Buxning 
Pain/discomfort 

Erosion/Ulceraticin 

Edema 

Induration 

Rash vesicular 

Regional LynQ}b:idenitis 

Desquamation 

Discharge 

Bleeding 

Reaction 

Scar 

britation 

Rash 



Veregen 


Vehicle 


(N=397) 




70 


32 


69 


45 


67 


31 


56 


14 


49 


10 


45 


11 


35 


U 


20 


6 


3 


1 


5 


<l 


3 


<I 


2 


<1 


2 


0 


1 


0 


1 


0 


1 


0 



seven .e>c^^cm^ i, 3m Om9^tZZ^in?4%Ml^TJ^L'"'" 
subjects with ««,e, retaied^idvew ZMZ^2e>A^(^mn r^ percenuge of 

o'^tS^ " '^"^ (5/n4) treated with V«ege„ ,„<, u. ,% 

T^«^ „e» severity of ^ 

eveo.sU.c.uae.ce,vL<^,,S.-^-p-!^S.^^^^ a.v^ 
^^VERDOSAGE 

m)veniosage with Vcrregen™ has not been reported. 
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OOSAiSE AND ADMINISTRATION 

It is Tecommoulwl to wash Uie hands before and aAer applicatioii of V«re«™iw .i^, , „ , 
ar-id of the Ver^~ Oumnea., 15% should be S^m 6.^^ f^- ™ 

on to a»ure complete coverage leaving a thin la^ of (te " 

It is not necessary to wash off the ointment fix™ the prfor to the next wlic«ion. 

SSStTfw^*"" ^ « Of warts, however no 

HOWSUPPUEII , 

^^p:^ " ' »^ » " '«*« o»t«ning 15 g^n 

Storage Conditiocis 

Piwr to ^yawing to the patient, store refrigerated 2«C to Z'^C n^ U>4^ Af^ ■ 
refrigerated or up to 25*C (77"?). ^ o ^ A r lo 40 i<;. After dispensing, store 

I>o not freeze. 

&ep out of reach Iff chUdren 

NDC# 10337-450-15 

The.VERBGEN trademark is used by Bradl-v ph»i-«* . • , 

MediGene AG." ^ Bradley Pharmaceuticals, inc. under license from 

Manufactared by: 

C J>.M. Contract Ph arma GmbH & Co. KG 
Piflilingstiasse 7 

D-83620 Feldkirchcn-Westerham 
Germany 

MaQofactQned for: 

ASUBSDMXr OF 0 AOL£Y PHASMMCEimCAtS^ INC 
383 Route 46 West 
Fairfield, NJ 07004 :>402 USA 

(Co.nwlc«edwitt,K..nwoodTT,e,,p«„ics..divisionofBn«aeyPh«n^ 



October 2006 
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PATIENT INFORMATION 

Ver^ea 
(Kunecatechins) 
Ointmeot, 15% 

Rx Only 



Read this leaflet carcfimy before you start u$m«»VereeenOiT,tm«.t i«/ ^ ^ . 

advice. If you have any qaes&m about VeresJ^ffinSS f,?^ *f P"^ >™« '•^W's 

phan^acis. 0..y your can p^lJ^s^SZTif'S^^Xt^^ 

What b Veregen Ointment^ 15%? 

lasKJe die auus. Your doctor may recommend e^JtiJZ^l^^ ""^^ <"■ 
to look for aig„s of the HPV mfe<^o^^„^"^™ """^ teaU (such aa a Pap smear) 

Who staooM lot use Vengea Oinbneu, 1S%'> 

Sj.t.X^^.'i:?.?^^^'*' « ™ in^e« in Vere^ Oi=m,cnt; .5%, 
WW shOBU I tea my doctor before taking Veregeo OiBtmeDt 15%' 

tem. >»uruubombaby S^T^^'^^k^^^ O*^** 

risk. <'««™i'w whether die benefit outweighs the 

• SZ^^iS?, "^^'^ V-*" Oiutmem. 13% pass into your milk if it 

• ^^&%:i£drruS'^^rssrhS5r-r'»-- 

applied to tbe same area. ^ ■ ^ treatments 

• »SZr""^- — „«em canno. ii^ infection, as well 
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How shoold I nae Veregoi Ointment, 15%? 

. UseVe,^Oimne«.15%oMyonie««^ecledex««ly„p«^ 

• Apply Vereecn OiDtment, 15% three times npr riav . 

theevenimg <»y ~™ monung, at noontime and in 

• Do not wsisb olTthe ointment from the tmatfvi otm k.a^^ *u ^ ... 

• Veregen Cratment, 15% is not a cure for waits on v/>,«. 

What Should I Avoid While Using Veregeo Ointment, 15%' 

• Donotapply Veregen Ointment, 15% on open wounds or into the vagina or into the anus. 

• Genital waits are a sexuaUy transmitted disease, and you may infect you^ 

• Avoid sextal contact (genital, anal or oral) when Vere«xen nm*T«^* i c«y • 
perianal skin. If you do ^se to have ^xL S^f^t ^ ^^"^ 'I °° 
cawfully b«fore living prS tJZ c^^^T^^-^ """^ 
vaginaldiaphragms. rl^^lTJ:^^^.^;:^' -y weaken condoms and 

• Avoid contstct with your eyes, nostrils and mouth while ointment « on your fingcr(s). 

• Women using tampons: insert the tampon before amjiving the ointm^t if „^ 
your un^ wwic otacm « r^ur sta-^ uJ^^^ 

• ■»«> »««in8 w-ts u^ier fo^skta should ^ 4. fc^ ,^ ^ 
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What are the possible side effects of Veregen Ointment, iSX'f 

The most common side effects with Veregen Ointment. 15% are local r ■ ■ 

reactions including: *^/o are local skm and application site 

• redness 

• swelling 

• sores or blisters 

• burning 

• itching 

• pain 

Many patients exiperiencc itching, reddeninB or swellina nn ♦v . 

«.«,« of u«ma«. Some of aSSScb tS^" Zift ^S"^^™ <*^« *« 

P«ij^*o„M be ™„ «^ new w,™ ^^elop d„»8 u«a>en. » Vcg^ Otam»m, .5% b 

How should I stot« Veregen Oiatment, 15%? 

• Store Vere^jenOinlmcnt. 15%refiigcratedorupto77*Ff25'C^ 

• Do not freeze. ^ 

• Make sure lie c^ on the nibe is tightly closed 

. SafelythrowawayVeregenOintmenU5%tubesthatareo«tofdateorareempty. 
Ee^ Veregen Oinmem, 15% and aU medicines out of the reach of children. 

Genera] advice about prescripcioo medicines 

M<^cmcs are sometimes prescribed for conditions that are not j • 

leaflets. Do not use Veregen Ointment. 15% for *- m panent information 

give Veregen Ointment. 15% Aev w'tT""'" ^ 

harm them. Do not use Veregen Ointment 1 skX'^XtSot^ToV^^ 

™Sr«yr^ Xfyou would 

about Veregen Oint::nent. 15% thi is wSforfterc^ ^^""^^ ^'^'"^^ for infomiation 

What are the ingredients in Veregen Ointment, 15%? 

Active ingredient: 
defined green tea extract named Kunecatechins. 

Inactive ingredieotii: 

Isopropyl myristate, white petrolatum, cera alha fwhJto x 

oleyl alcohol. ^ ^ ^^^^^ propylene glycol pahnitostearate, and 
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1 Q/96n-?GL&C Attorney Docket 

ASSIGNMENT 

In consideration of value received. I, having a residence and post office address as stated below next to my name, the 
sole inventor (if only one name is listed below) or a joint inventor (if plural names are listed below) of an invention 

^^cribed in an application for United States patent entitled: 

9' COMPOSITION FOR TREATING CONDYLOMA ACUMINATA 

sell and assign to i) Cancer Institute ( Hospital )r Chinese Academy of Medical Sciences ; 

aiKi 2) Mitsui Norin Co., Ltd. 
a corporation of 1) People's Republic of China; and 2) Japan 

Chaqvanq District, Beijing 100021, People's Republic of China 

its siiccessors.'a^ign^or^^^^ ^^AsS^ee^, n^^fntire right, title and interest in and to 

said invention as disclosed, shown and described in said application for United States patent executed concurrently 
herewith; 

and in and to all applications for patent and patents for said invention, in all countries of the worid, including all 
divisions, reissues, continuations, substitutions and extensions thereof and all rights arising under or pursuant to any 
and all international agreennents, treaties or laws relating to the protection of industrial property, including rights of 
priority, resulting from the filing of any of said applications; and I authorize and request any official whose duty it is to 
issue patents, to issue any patent on said invention or resulting therefrom to said Assignee, and I agree that on request 
and without further consideration, but at the expense of said Assignee, I will communicate to said Assignee or its 
representatives all facts known to me respecting said invention and testify in any legal proceeding, sign all lawful 
papers, execute all divisional, continuing, reissue, or other applications, make all rightful oaths and declarations, and 
generally do everything possible to aid said Assignee to obtain and enforce proper patent protection for said invention 
in all countries. 

I hereby grant to any attorney member of the following law firm the power to insert on this Assignment the Serial 
Number and filing date of said application when known. 

^ SERIAL NO.: FILING DATE; 

Frishauf, Holtz, Goodman. Langer & Chick, P.C., 767 Third Avenue - 25th Floor. New York, N.Y. 10017-2023. 
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Witness: 


Sign: 
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De Chang Wang 
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Date: 
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ABSTRACT 



A conqwsition for a treatment of HPV-infected Condyloma 
acimiinata which comprises containing tea catechin as a 
main conqwnent. This medication has no danger of side- 
effects and may be easily applied to or inserted in the 
infected area by the patient themselves. 

15 Clahns, No Dramogs 



( 



5,795-911 



1 

COMPOSITION FOR TREATING 

CONDYLOMA ACUMINATA 

FIELD OF THE INVENTION 

The present inventioD relates to a composition for treating 
Condyloma acuminata, ox more spediically to a composi- 
tion for treating Condyloma acuminata caused by human 
papiliomavirus. containing treating catecfain as a main com- 
ponent 

BACKGROUND OF THE INVENTION 

Condyloma acuminata is a wart detectable on the skin or 
mucous membrane of the genital organs of men and women, 
and is caused by human papilloma virus (HFV). The site of 
infection in men is the baianic area, coronary sulcus, 
foreskin, aoai area, urethral meatus; and in women is the 
vagina. labiunL anal area and urethral oiiiicc. Clinical symp- 
toms appear from 1-6 months/ on average 3 months after 
infection, but usually symptoms are not noticed by the 
patient This wart shows distinctive papillary or cockscomb- 
like tumors and has a tendency to acommlate and multiply 
and is usually red or reddish brown in colour. Detection of 
HFV in condyloma acuminata is by a method of taking 
tissue or a smear from the infected area and determining the 
DNA of ttic virus. 

According to this method the detection rate is almost 
100%. Types HPV6 and 11 of the virus are the ones most 
commonly detected and because HFV 16 has t>een detected 
in malignant squamous cell carcinoma from cancer of the 
penis, cancer of the cervix and Condyloma acuminata, there 
is a strong possibility that HFV16 is related to the malig- 
nancy of Condyloma acuminata. 

Means for a treatment of Condyloma acuminata caused by 
human papilloma vims which have been tried at present are 
by physical means such as surgical excision, 
electrocautaization, cryosurgery, laser therapy etc. and 
medication such as applications of Podophyllin, 
5-FluarouraciL Bleomycin, Interferon etc. are presently 
available. Howcva surgical treatment is distressing for the 
patient considering the site of infection, and with topical 
^)plications there is the concern of side-effects. Because of 
this no conclusive treatment is presently available. 

Condyloma acuminata has a high rate of recurrence, and 
a complete cure is difBcult unless treated constantly. 
Because of ttiis a tre^ment which has a hi^ degree of safety 
and is convenient is strongly desired. 

SUMMARY OF THE INVENTION 

Thus for the treatment of condyloma acuminata caused by 
human papillomavirus, desired is a treatment whidi is easy 
for the patient to talce. for example a medication which can 
be applied to the affected area by the patient themselves 
showing good results in a relatively short period of use and 
having no side-effects. 

DESCRIPTION OF THE INVENTION 

We. the present inventors looked for a natural substance 
which has no side-effects, may be safely q>plied for a long 
period of time by the patient themselves and is notably 
effective; and after extensive testing we discovered Ifaat 
catechin. a con^>onent of tea which is an evoyday beverage, 
is effective and thus the present invention was developed. 

Thus the present invention relates to a composition for a 
treatment of Condyloma acuminata caused by human pap- 
illomavirus containing tea catechin as a main conq>onent 
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DETAILED DESCRIPTION OF THE 
INVENTION 

The tea catechin of the present invention is shown below 
in the general formula 1 

5 

OH 1 



10 




wherein R' represents H or OH and R* represents H or 

15 



20 




OH 



The tea catechins arc more specifically. q)icatechin, epi- 
catechin gallate. epigallocatecfain gallate, gallocatechin etc 

^ (including derivatives thereof). These catediins can be used 
singly or two or more may be mixed together. Out of these 
it is particularly desirable to have (-)-^igallocatcdun gal- 
late as a main component For example: Polyphenon 100^ 
(produced by Mitsui Norin Co.; Composition: (+)- 

30 gallocatechin 1.44%. (-)-epicatechin 5.81%. (-)- 
cpigallocatediin 17.57%, (-)-q>icatechin gallate 12.51%. 
(-)-epigailocatechitt gallate 53.90%); or Polyphenon E™ 
(produced by Mitsui Norin Co.; Con^>osition: (-)- 
cpicatechin 10.8%, (-)-epigallocaiechin 9,2%, (-)- 

35 cpicatechin gallate 6.5%, (-)-epigallocatechin gallate 
54.8%, (->gallocatedun gallate 4.0%). 

The treatment for Condyloma acuminata of the {H'esent 
invention could be used for example in the form of ointment 
such as a cream, jelly, emulsion; or in the form of supposi- 

40 toiy sudi as a capsule, and usually the tea catechin compo- 
nent is combined with an exdpient. extending agent, 
emulsifier. dispersing agent etc Vaseline is suitable as a base 
for the ointment. For the ointment the content of tea catecfain 
should be between 5-20% by wdgjit. j»cferably between 

45 12-18% by weight more preferably 15% by weight In the 
case of suppository the content of tea catechin should be 
i 100-500 mg/cq)sulc preferably 200-300 mg/capsule. or 
more preferably 250 mg/capsulc. 

A typical usage exano^le for the ointment is to apply 

50 directly to the infected area of the external genital organs or 
vagina, a vaseline cream containing 5-% by weight 
catechin, from once to several times everyday for a period 
of 1-2 months. A typical usage example for the suppository 
in the case where for example the infected area is the cervix 

55 or the vagina is to insat a capsule containing l(K)-500 mg 
tea catechin, from once to several times cveiyday fct a 
period of 1-2 months. 

There is no danger of side-effects from the treatment for 
condyloma acuminata with the composition of the present 

60 invention having tea catechin as the main component thereof 
since the main component is a natural substance derived 
from tea which is conomonly consumed regularly, and it may 
be taken fOT long poiods of time. Moreover diis medication 
may be easily applied to or inserted in the infected area by 

65 the patient themselves. The conqxtsition of the j^esent 
invention for a treatment of condyloma acuminata has a very 
hig^ potential for practical use. 
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Another aspect of the invention is a method of applying 
ao effective treating human p^iiloma vinjs-infccted Coady- 
ioma acuminata amount of tea catechio to an infected area 
of a patient to treat human papilloma viius-infected Condy- 
loma acuminata. s 

EXAMPLES 

The present invention will be explained in more detail 
wilfa reference to the following examples which are in no 
way meant to limit the scope of the invention. lo 

Test Example 1 

An ointment consisting essentially of a vaseline based 
vaginal lubricant containing, as the main con:q>onent tea 
catechin (Trade name: Pdyphenon 100* produced by Mitsui 
Norin Co. Ltd.. its main con^nent: (-)-epigallocatediin 
gallate) was appMcd to the cervix of heal^y mice (50 mice 
In a group) in catechin dosages of 8 mg. 15 mg. or 38 mg for 
a period of 7 consecutive days. After this time pathological 
and histological examinations were carried out and it was 
deteimined that except for a mild inflammatory reaction in 
the cervix of the mice of the 38 mg dose group no toxic 
^cct was observed. 

Example 1 25 
niniral tests of the fsresent invention were carried out at 
the Cancer Institute. Chinese Academy of Medical Sciences 
in Beijing with a group of 15 women who had been 
diagnosed with HFV-infected condyloma acuminata. All 
patients were confirmed to have condyloma in the vulva ^ 
(external genital organs), vagina and/or cervix according to 
clinical examination, cytologic, colposcopic and pathologic 
tests. Two of the fifteen patients were confirmed to be 
infected in two areas. Waits were from 0.2 to 2 cm in 
diameter 

Tests were carried out on these 15 patients using an 
ointment containing 10-15% of vaseline based vaginal 
lubricant and 5-20% of tea catedtin (Trade name: Polypfae- 
non 1(X). produced by Mitsui Norin Co. Ltd.. crude catechin 
content is about 90% and its main coiiqx>nent is (-)* 
cpigaHocatediin gallate) or using a suppository containing 
100-500 mg/capsule of the above tea catechin. Applying the 
ointment to the external genital organs and q>plying the 
suppository to Che vagina and cervix, the treatments of the 
present invention were used continuously once a day for 
about two months. 

During the period of treatment examinations and colpo- 
scopic tests of the infected areas were earned out Results 
obtained are shown in Table 1. As shown in the table, when 
the infected area oonq)lctely disappeared it was judged to be 
cured« when 50% or more disappcazcd it was judged to be 
improved and when less than 50% or nothing disappeared it 
was judged there was no efifect 



a clear effect (being either cured or iirq>roved). In one case 
of the cervical infection the tumor con^)letely disappeared, 
thus cured. During this period, ^ait from some patients who 
experienced slight pain or inflammation in the infected area 
and a few other patients who felt some itching, there were 
no obvious side-effects observed. 

Exan^e 2 

The clinical tests at the Cancer Institute. Chinese Acad- 
emy of Medical Sciences in Beijing were conducted in the 
same manner as in Example 1 with a group of 33 female 
patients diagnosed with HFV-infected condyloma acumi- 
nata. In this group. 8 of the patients were infected in two 
areas. Results are shown in Table 2. As is evident from the 
table. 92% of condyloma acuminata of the external gcnitai 
organs and 70% of the vaginal con<fyloma acuminata was 
cured or improved, and in the case of the cervical condyloma 
acuminata, all cases were cured. 25 cases out 41 cases 
showed the result as cured and the curing ratio was 61%. 

TABLE 2 



Infected Area 


No. of 
Patients 


Cured 


Imptowed 


No Effect 


]pyt<»ntfll geoitaJ 


26 


18 


6 


2 


otgans 


10 


2 


5 


3 


Cenra 


5 


5 


0 


0 


Total 


41 


25 


11 


5 


(*) 




(6li)) 


(26.8) 


(12.2) 



35 



40 



4S 



50 



Example 3 

The dinfcfll test at the Cancer Institute. Chinese Academy 
of Medical Sciences in Beijing was conducted in the same 
manner as in Exan:q)le 1 with a group of 22 female patients 
diagnosed with HPV-infected condyloma acuminata. 
Results are shown in Table 3. As is evident from the table, 
out of 16 cases of condyloma acuminata of the external 
genital organs 7 were cured and 6 inqiroved; a total of 13 
(81.3%) being cfifected. In die case of condyloma acuminata 
of the vagina, out of 6 cases 3 were cured and 2 were 
in^iroved; a total of S33% was confirmed to be effected. 

TABLE3 



In&cted Ana 


No. of 


Cured 


ZiufKowed 


No Effect 


Extexnal genital 


16 


7 


6 


3 


OlgSIIS 










Vagina 


6 


. 3 


2 


I 


Total 


22 


10 


8 


4 


(*) 




(45^) 


(36A) 


(18.2) 



TABLE 1 





No. of 
Patents 


Cured 


Lnpiuved 


NoE&ct 


External genital 


9 


4 


3 


2 


organs 












6 


0 


1 


5 


Ccrvir 


2 


1 


0 


1 


Total 


17 


5 


4 


g 


(%) 




(29.4) 


(23^ 


(47.1) 



55 



60 



6S 



As is evident from the table, 7 cases out of 9 (77.8%) of 
condyloma acuminata of the external genital organ showed 



The entire disclosure €i Japanese Patent Application No. 
8-321195 filed on Nov. 18. 1996 including specification, 
claims and sununazy are Incorporated herein by reference in 
its entir^. 
What is claimed is: 

1. A method of treating Condyloma acuminata caused by 
human papill<HDavirus. conqxrising applying to an infected 
area on a human a coiiqx>sition which oon^mses a tea 
catediin as a main OHiiponent in an amount effective for 
treating Condyloma acuminata. 

2. The method according to claim 1, wherein (he coiapo- 
sition is in the fonn of an ointment or a suj^sitory. 

3. The method according to claim L wherein said com- 
position is in the fcHm an ointment having 5-20% by 
weight of tea catfchin. 
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4. The method according to claim 1, wherein said com- 
position is in the form of a suppository having 100-500 mg 
of the tea catechin in a capsule. 

5. The method according to claim 1. wherein said tea 
catcdiia comprises (-)-q)igallocatcchin. 

6. Tht method according to claim 3. wherein the tea 
catechin is in an amount of 12-18% by weight. 

7. The method according to claim 4. wherein the tea 
catechin is in an amount of 15% by weight 

8. The method according to claim 3. wherein the capsule 
contains 200-300 mg of the tea catechin. 

9. The method according to claim 4. wherein die capsule 
contains 250 mg of the tea catechin. 
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10. The method according to claim 3, wherein the oint- 
ment contains vaseline as a base to form a cream. 

11. The method according to claim 3, wherein the oint- 
ment is applied to external genital organs. 

j 12. The method according to claim 4. wherein the sup- 
pository is affiled to the vagina of a hunum. 

13. The method according to claim 1. wherein the infected 
area is the vagina. 

14. The method according to claim 1. wherein (he infected 
area is an external genital ofgan. 

15. The method according to claim 1, wherein the infected 
area is the cervix. 

***** 
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UNITED STATES PATENT AND TRADEMARK OFHCE 

CERTIFICATE OF CORRECTION 



PATENT NO. 
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5,795,911 
August 18, 1998 
CHENG et al 



It is certified that error appears in the above-identified patent and that said Letters Patent is hereby 
corrected as shown t>elow: 

Column 5, line 8 (Claim 7): delete "4" and insert 
--3--. 

Column 5, line 10 (Claim 8): delete "3" and insert 
--4--. 



Signed and Sealed this 
Twenty-third Day of November, 1999 



Attest: 




Attesting Officer 



Q.TODD DICKINSON 
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Dr. Roy Blay 
Project Manager 

Division of Dermatologic and Dental Drug Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
9201 Corporate Blvd., HFD-540 
Rockville, MD 20850 

Dear Dr. Blay: 

Epitome Pharmaceuticals, Ltd hereby submits an Investigational New Drug application 
for Polyphenon ointment for the treatment of external genital warts. 

I enclose an original, as marked, and two copies. I also enclose copies of all the literature 
cited in the IND as separate binders, for the convenience of the reviewers. 

Please call me with any questions. I will be travelling until 1 9^ July, but I will be 
receiving my messages and I will respond as soon as possible. I look forward to hearing 
from you soon. ' 

Sincerely yours. 



Paul T. Wegener 
PTW/ccI 
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IND ACKNOWLEDGMENT LETTER 



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 



''^i^^^^yZ and Drug AdministratioQ 

RockvilleMD 20857 

IND 56,401 



Epitome Pharmaceuticals Limited I'!. 2 9 !998 

Attention: Paul T. Wegener, President 
3920 Goldfinch Street 
San Diego, CA 92103 



Dear Mr. Wegener: 

We acknowledge receipt of your Investigational New Drug Application (IND) submitted 
pursuant to section 505(i) of the Federal Food, Drug, and Cosmetic Act. Please note the 
following identifying data: 

IND Number Assigned: 56,401 

Sponsor: Epitome Pharmaceuticals Limited 

Name of Drug: Polyphenon Ointment 

Date of Submission: July 7, 1998 

Date of Receipt: July 14, 1998 

Studies in humans may not be initiated until 30 days after the date of receipt shown above. 
If, within the 30-day waiting period, we identify deficiencies in the IND thar require 
correction before human studies begin or that require restriction of human studies until 
correction, we will notify you immediately that the study may not be initiated ("clinical 
hold") or that certain restrictions must be placed on it. In the event of such notification, you 
must continue to withhold, or to restrict, such studies until you have submitted material to 
correct the deficiencies, and we have notified you that the material you submitted, is 
satisfactory. 

It has not been our policy to object to a sponsor, upon receipt of this acknowledgement 
letter, either obtaining supplies of the investigational drug or shipping it to investigators 
listed in the IND. However, if the drug is shipped to investigators, they should be reminded 
that studies may not begin under the IND until 30 days after the IND receipt date or later if 
the IND is placed on clinical hold. 

As sponsor of this IND, you are responsible for compliance with the Federal Food, Drug, 
and Cosmetic Act and the implementing regulations (Title 21 of the Code of Federal 
Regulations). Those responsibilities include (1) reporting any unexpected fatal or life- 
threatening adverse experience by telephone or fax no later than 7 calendar days after initial 
receipt of the information (21 CFR 312.32(c)(2)); (2) reporting any adverse experience with 
use of the drug that is both serious and unexpected in writing no later than 15 calendar days 
after initial receipt of the information (21 CFR 312.32(c)(1)); and (3) submitting annual 



DMD 56,401 
Page 2 

progress reports (21 CFR 312.33). 

Please forward all future communications concerning this IND in triplicate, identified by the 
above DsfD number, and addressed as follows: 



Food and Drug Administration 

Center for Drug Evaluation and Research 

Division of Dermatologic and Dental Drug Products, HFD-540 

Attention: Document Control Room 

5600 Fishers Lane 

Rockville, Maryland 20857 



Should you have any questions concerning this submission, please contact Millie Wright at 
(301) 827-2020. 




Sincerely, 



Mary J. Kozma-Fomaro 
Supervisor, Project Management Staff 
Division of Dermatologic and 



Dental Drug Products, HFD-540 
Office of Drug Evaluation V 
Center for Drug Evaluation and Research 



EXHIBIT 10 
NDA SUBMISSION LETTER 



MedfCene 

McAGcBC^Inc 

10660 Scrippt RtDcfa BKd, Suite 200 
S«aXMego.GA 92131 USA 
m (858) 586-2240 
Fax (858) 586-224 1 

WWWJDOdtgCD&OOin 

Septonber 23,2005 

Dr. Jonallian W^Ddn, M J). 
Director 

Division of Demiatologic and Dentd Dnig Products 
Center finr Drug EvahiatioD and Research 
Food and Drug Administration 
9201 Corporate Blvd, HFD-540 
RockviUe,MD 20850 

RE: NewDn]«j^p]icatloii#214Hr2 
Po^lriicnon^ E Ointment 15% 
Original Application 

Dear Dr. Wilkin: 

MediGoie is hereby submitting NDA # 21*902 for PolyphaK>n^ E Ointment, 15% for topical 
treatment in the indication external genital and perianal warts (Comfylomata acuminata) in adult 
patients, Polyphenon^ E Ointment, 15% contains a botanical drug substance derived fiom green 
tea leaves of Camellia sinensis. The proposed pharmacologic dass of Polyphenon^ E Ointment,. 
1 5% is immuno-modulatory. 

MediGene plans to maiket Polyphenon* E Qintmoit, 15% as a prescription drug. 

For the National Drug Code;, MediGene has assigned 003-01 for the Product and Package Code 
(3*2 Pnxhict-Package configuration). 

The NDA is a paper submission being provided in the Connnon Technical Document (CTD) 
fonnat and contains be following modules and number of volumes: 

Module 1 * Admirnstrative Infonnation and Prescribing Infonnation (1 volume) 
Module 2 - Common Technical Document Summaries (4 volumes) 
Module 3 - Quality (10 volumes) 
Module 4 - Nondkical Study Reports (47 volumes) 
Module 5 - Clinical Study Reports (231 volumes) 

This original application contains a full ardnval copy in addition to die review copies listed 
below. A copy of Modules 1 and 2 is provided in each review copy. 
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• Quality review (Module 3 and an additional 3 copies of the Methods Validation 
Pack^) 

• Nondinical review (Module 4) 

• Clinical (safety and efiScacy) review (Module 5, Vohmies 1 - 93 and 23 1 ) 

• Clinical (pharmacology and pihannaookinetics) review (Module 5, Vohmes 1 - 93 
and 231) 

• Statistioa] review (Module 5, Volumes 1 - 93 and 231) 

• Botanical review Modules 3, 4, 5) 

Concuircnt with this sdmiission, die fidd copy containing Modules 1,2 and 3 has been provided 
direcdy to the FDA Los Angdes District Office at 19701 Fairdnld, Suite 300, hvine, CA 92612. 
A field copy certification is provided in Section 1.33 in Module 1. 

PolypbenM* E Qintmenti 15% is die intended name for the drug product in tfus NDA. 
However, some parts of die development pzogram have been performed in Europe^ and dierefore; 
the European naming convention (Polyphcnon^ E 15% Ointment) has been used in various 
documents tfaroug}iout die NDA. 

The botanical drug substance manufacturer, Mitsui Norin Co., Ltd., has qyplied for an 
Int^nadonal Non-Piopriety Name (INN) for die active moiety Polyphenon^ E Ihrou^ die 
Woild Healdi Organization. The application is still pending at this time. 

ExphmatiHy notes to indivblaal modnks: 

Msdulel 

MediGene AG has recdved a waiver fiom FDA of the human drug application foe (POUFA 
User Fee) for dus NDA (# 2 1 -902) under die small business waiver provision, § 736(dXl )(D) of 
die Fedoal Food, Drug, and Cosmetic Act Acopy of the letter fiom FDA grantiog the waiver is 
proviikd in Module 1, Section 1.3.4 along widi dte User Fee Cover Sheet 

A request for waiver of a long*tenn (2-year) cardnogenidty study was submitted to the Agency 
on December 10, 2004 (IND # 56,401, Serial No. 057). A decision fiom FDA on die waiver 
request is still pending. A copy of die cover letter fiom die original long-term cannnogemcity 
waiver request is included in Module 1, Section 13.7.1. The cover letter has been updated to 
refer to study reports and litesrature references in the NDA rather dian refecrizig to documents in 
the IND. Edited references in the cover letter are shown in tftiiho - lhiough font widi iqxiated 
references immediately following in bold talks. 

Additionally, a request for fiill waiver of pediatric study requirements was submitted to the 
Agoicy on July 25, 2005 (IND # 56,401, Serial No. 063). As such, Polyphraon*" E Ointment, 
15% is intended to be prescribed for aduk patients only. A copy of die pediatric waiver request 
is provided in Module 1, Section 1.3.7^. 
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The botanical drug substance mami&cturer, Kfitsd Norm Co^ Ltd., has suhznitted a Drug Master 
File (DMF # 17964) to the Agmcy. Iherefore, aQ sections of the NDA in Modules 2 and 3 
pertainiiig to drag substance have been refcned to the DMF and only Hmited infixnnation on die 
drug substance is provided m tfie NDA. A copy of the DMF letto* of authorization fiom Kfitsui 
Norin Co., Ltd. to FDA is provided in Module 1, Section 1 J.6. 

As discussed wiA FDA in the pr&-NDA meeting on January 24, 2005, stability data from die 
commocial manu&ctusier of Polypheocm* E Ointment, 15% is currenily available diroug^ 6- 
months and is inchided in flie NDA. Also provided is si^portingstabihty data ttmni£^ 18 and 24 
months fat devdopment (clinical) drag product manufactured by manufacturers othff than die 
intended asnmercial manufacturer. The ointment formulation for the devdopment (dinical) 
batdies is identical to die to-be-marketed formulation. As requested by the Agency in the pre- 
NDA meedng, MediGene anticqmtes submittiEig 12-month stability data from the commercial 
manufacturer in Decanber 2005 in order to support a longer shelf life than would be granted on 
die basis of the 6-inondi data submitted in the current NDA. Subsequeody, 24-month stability 
data would be availaible and submitted to die Agency in December 2006. The intended didf-life 
for Polyphemm^ E Ointment, 15% is 24 mondis. 

All fadlities involved in the manufacture, packaging, and testing of bodi Polyphenon^ E drug 
substance and Polyphenon* E Ointment, 15% are ready for inspection. 

Modules 

Pursuant to 21 CFR § 3 14.50(f) and as requested m tbe pre-NDA meeting widi FDA^ 
of sdect case Tvpori forms (serious adverse events, early discontinuadons, those exduded faom 
per jsotocol analysis, lost to follow-up and odios) are provided in die ardiivd copy of the NDA 
(Module 5, Vohmes 94 - 230). 

Enclosed electronic fflet: 

• The proposed draft text of the labeling and padent mfonnation in Module 1, Sections 1.4 
(Prescribing Informadon) and 1.5 (Annotated Labeling Text) are provided electronically 
in Portable Document Format (PDF) and Nficrosoft Word format on Compact Disc (CD) 
in addition to die hard copy included in Module 1. The CD is labeled, ^Prescribing 
Infornution and Annotated TAi>pHng Text*. 

• As confirmed widi Millie Wri^ Project Manager, FDA, CDER, ODE V, via email on 
My 12, 2005, it is accqjtable to FDA diat individual padent data listings (Module 5, 
Se^on 5.3.72) are provided on CD only. Enclosed is one CD containing individual 
patient data listings for all clinical studies included in the NDA (protocol numbers EPI- 
003, EPI-004, CT 1004, CT 1005, CT 1007, CT 1016, CT 1017, CT 1018, CT 1019). 
The CD is labeled, "XTD Secdon Indhldnal Palient Data Usiingi*'. 
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• SAS transpoit files and data definition tables for raw and derived efiBcacy and safety data 
are provided on four CDs. The CDs are labeled, '"SAS Tnuuport FDes and Data 
Definition for Raw and Derived EtBcacy and Safety Data" 

• Electronic copies of tact assessable files are provided for the following documents of the 
application on two CDs. The CDs are labeled, *tninical Study Reports, PMtoeols, 
Addenda (Searchable Adobe FDF and/or MS Word FDes of Phase 3 Studies)**. 

. Integrated Sununaiy of Efficacy 
. Integrated Smnmaify of Safety 

- Top-Line Statistical Report (CT 1017 and Cr 1018 combined) 

- Clinical study reports, protocols and protocol amendmmts for the phase 3 studies 
cr 1005, CT 1017 and CT 1018. 

All CTclosedl!^K^ve t>een virus diecked. 

Should you have any questions or comments, please do not hesitate to contact me at 
8S8-S86-22S2 or by email at p.larsonfihnedigcneUSA.com v 

Sincerely, 




Pam Larson 

Sr. Manager, Regulatory AfGurs 
MediGene, hic. 
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IND LOG 



Polyphenon® E Ointment 
Pre-IND Documentation 









April 21, 1997 




Epitome fax to FDA requesting 
documents on Condylox 


Epitome Fax 


April 21, 1997 




Epitome F/U to conversation w/FDA re: 
telecon 


Epitome Letter 


May 9, 1997 


- 


Acknowledgement of receipt re: 
requested records 


FDA Letter 


May 28, 1997 




Epitome letter to FDA requesting 
Guidance docimients 


Epitome Letter 


June 12, 1997 


- 


Fax from Epitome to FDA requesting . 
review of data ahead of meeting to 
discuss Phase n trial design 

(Missing attachmem) 


Epitome Fax 


Tune 12 1QQ7 




FDA fax External Constituents Request 
for Meeting 


rJJA rax 


June 13, 1997 




FDA fax re: review of Phase II data 


FDA Fax 


July 2, 1997 


- 


Epitome fax to FDA requesting docs 
under Freedom of Information Act 


Epitome Fax 


July 8, 1997 


- 


Epitome fax to FDA concerning 
meeting requested 


Epitome Fax 


July 21, 1997 




Letter from FDA acknowledging receipt 
of reauested records 


FDA Letter 


July 25, 1997 


- 


Epitome fax to FDA requesting face-to- 
face meeting in Sentember 


Epitome Fax 


August 12, 1997 


- 


Epitome fax to FDA requesting face-to- 
face meeting 


Epitome Fax 


oepieniDer zy, i yy / 




Epitome letter to FDA re: Pre IND 
submission for Wart Heal 

(Missing pages 4 and beyond in section 4 of 
submission package) 


Epitome Letter 


October 17, 1997 




Epitome fax to FDA (Dr. Wilkin) re: 
Wart Heal Meeting 


Epitome Fax 


October 19, 1997 




Epitome fax to FDA re: Wart Heal Pre 
IND Meeting issues & resolutions 


Epitome Fax 


June 15, 1998 




Epitome fax to FDA re: final 
preparation of IND submission 


Epitome Fax 



Polyphenon FDA Submission Summary.doc 
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PolyphenoD® E Ointment 
Summary of FDA Communications 
IND 56,401 









July?, 1998 


000 


Txnr\ 

IND 

• Signed Foi-m 1571 (draft vemon cutrentlv w 
jUes) 

• References) 


Submission 


July 27, 1998 


- 


Epitome letter to FDA re: diskettes for 
Medical Reviewer 

(Missing the diskettes) 


Epitome Letter 


July 29, 1998 


- 


j^cucr irum rLJj\ aCKnowicagmg rcceipi 
of IND #56,401 


FDA Letter 


August U/, iyyo 




rui\ rax re. commenis lo r ii-rS 


rJJA rax 


August 08, 1998 


- 


Epitome fax to FDA 
Re: revisions to protocols 


Epitome Fax 


August 12, 1998 




Fax to FDA Changes to PTL 
Re: Dr, Ko*s comments 

(Missing 5 pages of. the fax (fax cover sheet 
indicates 1 1 pages total: only 6 pages are 
available in the current file)) 


Epitome Fax 


August 12, 1998 




FDA Fax Memo 
Re: more changes to PTL 


FDA Fax 


August 12, 1998 


001 


IND Revisions 

(Missing attachments to snhmission (revised 
protocols)) 


Submission 


August 12, 1998 




Epitome Letter to FDA 
Re: questions to CMC 


Epitome Letter 


September 29, 1998 




Epitome fax to FDA requesting 
discussion on Statistical, Pharm/Tox and 
Dose Ranging Issues 


Epitome Fax 


October 02, 1998 




FDA Fax w/review comments to 
PTLs EPI-003 & 004 


FDA Fax 


October iu, lyy© 




Epitome Fax to FDA granting National 
Cancer Institute permission to cross 
reference IND 

(Missing signed fax) 


Eptiome Fax 


Novembers, 1998 


002 


Epitome request to FDA for advice 
Re: CMC issues 


Submission 


November 25, 1998 




Fax from FDA w/comments to 
chemistry & pharmacology 


FDA Fax 


December 1, 1998 




FDA Fax Memo w/Dr. Ko's comments 


FDA Fax 


December 4, 1998 




FDA Fax w/minutes from telecon on 
December 2, 1998 


FDA Fax i 


January 4, 1999 


003 


Clinical Update 

(Missing pmtocol EPl-004 dated 29 Nov 98) 


Submission 


February 9, 1999 




Submission of desk copies of Serial 003 

i Missing protocol EPl-004 dated 29 Nov 98) 


Submission 
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March 29, 1999 




Epitome fax revised CMC section 


Epitome Fax 


Anril 9 1999 


004 


Revised Protocols 

(Missing the following: 

• Protocol EPl-003 dated 23 Mar 99 

• Document comparison for revised protocols) 


Submission 


April 16, 1999 


• 


Correction to Serial 004 

(Missing attachments) 


Letter 


TiilvR 1Q0Q 


- 


FDA Fax re: Pharm/Tox review 
comments 


FDA Fax 


December 13-21, 
1999 (telecon date 
unknown) 


- 


Epitome minutes of telecon with FDA 


Telecon minutes 


December 2 1 , 1999 


005 


Faxed Copy of Armual Report - 
effective 8/29/99 


Fax Submission 


January 13, 2000 


- 


Fax to FDA (from Epitome) 
Re: trials with another formulation 

(Missing fax) 


Epitome Fax 


January zo, zUUU 


006 


Revised Protocols 

(Missing disk) 


Submission 


April 27, 2000 


006 


Transfer of Responsibility from Epitome 
to MediGene/Waldman Biomedical 
Consultancy (WBC) 


Submission: : . 


April z /, zuuu 


- 


Desk copy of Serial 006 (transfer of 
responsibilities) to Millie Wright 


Letter . 


April 27, 2000 




Submission of desk copy of Letter for 
Transfer of Responsibility from Epitome 
to MediGeneAVBC 


Submission 


June 10, 2000 


007 


Support documents for WBC to 

T^Txr^Q^nf IVA^/lllvAn^ Air 

(Missing fomt FDA J 571) 


Submi^^ion 


Date ??? 
June 10, 2000 




FDA Letter 
Re: Transfer of responsibility from 

Enitome to MediGene 
(No dale, niissino appended sigiiatwe page) 


FDA Letter 


December 20, 2000 


008 


Annual Report- 12/20/00 


Submission 


January 29, 2001 




Rftniipct for rriiiiljiTif^p Ipftpr frniTi 7 

XvWUUwOl L\Jl VJ UIUAllwW iwLiwi 1* 

Gander, MediGene AG to FDA 

(Missing lettai 


Letter 


March 20, 2001 




Letter to FDA re: MediGene request for 
a Type C Guidance Meeting 

(Missing signed letter from Waldman ) 


Waldman Letter 


March 27, 2001 


009 


Fax Submission of FDA 1571 to support 
request for meeting letter submitted on 
3/20/01 


Fax Submission ; 


March 27, 2001 


010 


Fax Submission of FDA 1571 to support 
Request for Guidance letter submitted 
by Dr. L Gander on 1/29/01 


=! 

Fax Submission 
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March 27, 2001 


009 & 010 


Submission of FDA 1571s for 
Serial 009 (Request for Meeting) and 
Serial 010 (Request for Guidance) 


Submission 


March 29, 2001 




Letter to FDA Re: MediGene 
Acceptance of Transfer of the IND 

(file attachments were reconstructed from previous 
submissions) 


Waldman Letter 


May 11,2001 




ililUliliallUll X aCKAKC 1 (la ICu 

May 10, 2001) to FDA 


Information 
Package 


May 16, 2001 


- 


Corrected Version of Attachment J- 

JlliUITIlaUUri X auKagC lur 1 ypC \^ 


waiaman Lrener 


June 11,2001 




Minutes fix)m MediGene Guidance 
Meeting w/FDA 6/11/01 


Meeting Minutes 


June 1 1, 2001 




Executive Summary to Guidance 
Meetina with FDA on fi/1 1/2001 


Summary 

^llllCilull J 


August 13, 2001 




Meetina Minutej; for 6/1 1/01 

IVXWwilllg IVXlIlUtwO iXJt \Jf 1 i/V/l 


FDA Fav 


August 17, 2001 


Oil 


Request for an End of Phase 2 


Fax Submission^ 


August 22, 2001 


012 


Request for Review of Draft Preclinical 


Fax Submission 


October 16, 2001 




Letter to FDA-review of Minutes 


Waldman Letter 


October 19, 2001 


013 


Tnfnnnntir*'!! Paf Imtr^ frtr T"vr4f* R PtiH nf 
iixiuiixiaiiuii X awimgc xui i ' 

Phase 2/pre-Phase 3 Meeting 


Submission 


November 19, 2001 


- 


XVCVlwWCla v^UlIUilClllo Iw. 0|/UlloUl o 

Meeting Package Submitted 10/19/01 


IvC View CIS 

Comments- 


November 19,2001 


- 


iVC^^lolwi \Jl ivicwilll^ X axlli/ipalllo* 

meetinfy hetween FDA A" Medifrene 


Participant Log 


November 19, 2001 


- 


IVXVUIVJwllw iTXIiJIXtwd xlXJlll IXiw X^llU V/X 

Phase 2 Meeting w/FDA 


(internal) 


December 11,2001 


014 


Minutes End of Phase 2/ 
pre-Phase 3 Meeting 


Submission 






Annual Report -2001 


Submission 


December 2 1,2001 


016 


Letter to FDA requesting teleconference 


Waldman Letter 


December 26, 2001 


- 


Letter to FDA re: MediGene review of 
comments from FDA 


Waldman Letter 


January 23, 2002 


017 


Withdrawal of Telecon Request 

SiiHmiQQinri 016 


Submission 


February 11, 2002 


018 


Informational Amendment: Clinical 
Final Study Report 


Submission 


February 12, 2002 


019 


Information Amendment: Pharm/Tox 


Submission 


February 14, 2002 


020 


Request Special Protocol Assessment- 
Phase 3 


Submission 


February 20, 2002 


021 


Request Special Protocol Assessment- 
Preclinical Trial PTLs 


Submission.- . 
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llWBWi»Mli.^iw5^ 


March 6, 2002 


022 


Withdrawal of a Special Protocol 

/vssessnieni oUDinission uzu 


Submission 


March 13, 2002 


- 


Letter to FDA requesting Meeting for 
Phase 3 

\rrmUtriUll it>/IL' fc> itxJl 0(^fiC-ti ftl// ijfl It-tiiit HCtitl 

(the copy hi the files appeats to be a draft - it is 
unclear if this wm ever submitted to FDAf) 


Waldman Letter 


March 18, 2002 


023 


Request for a Meeting Phase-3 


Submission 


March 25, 2002 


024 


Information Package for Meeting on 
Global Clinical Issues 


Submission 


Anril 17 OOHO 




Fax from FDA 
Re: Meeting Minutes for 1 1/19/01 


FDA Fax 


April 17. 2002 




Fax from FDA 
Re: clinical reviewer comments on 
Serial 018 


FDA Fax 


April 17, 2002 


- 


Fax from FDA 
Re: comments on Serial #023 


FDA Fax 


April 18, 2002 


- 


Letter to FDA 
Re: Notification that Jane Campbell is 
authorized to act on behalf of WBC for 
any matters related to IND 56,401 

fM vising letter) 


Waldman Letter 


April 19, 2002 




Letter from FDA 
Re: Serial 020 and Clinical Trials 
Database 


FDA Letter 


April 29, 2002 


025 


Information Amendment - Submission 
of FDA 1571 for Waldman Letter dated 
April 18,2002 


Submission 


\Aa\r 1 oan'y 

iVlay ij 




Request for a Special Protocol 
Assessment Phase 3 


Submission 


May 2 1,2002 




FDA Letter 
Re: Receipt and acceptance of Serial 
026, Special Protocol Assessment 


FDA Letter 


June 12, 2002 




Fax from FDA 
Re: Reviewers comments (dated 
June 10, 2002) to Serials 019, 021, 026 


FDA Fax 


June 12, 2002 




Fax from FDA 
Re: Copy of letter on Special Protocols, 
Serial 026 


FDA Fax 


June 12, 2002 




Letter from FDA concerning Serial 026 
requesting Special PTL Assessment For 
Phase 3 


FDA Letter 


June 21 2002 




Letter from FDA concerning submission 
026 and Clinical Trials Data Bank 


FDA Letter 


June 28, 2002 


027 


MediGene AG Response to FDA 
Comments on Special PTL Assessment 
(Serial 026) 


Submission 
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June 28, 2002 




Fax to FDA concerning response to 
FDA conunents on Special PTL 
Assessment 

{Missing fax (this fax is refa'enced in the fax 
sent on Julv /. 2002)) 


Waldman Fax 


July 1,2002 




Fax to FDA-conceming response to 
FDA comments to Phase 3 

(fax attachments were reconstructed from June 28, 20Q2 
submission of Serial 027) 


Waldman Fax 


August 15, 2002 


028 


Information Amendment and response 
to FDA comments (dated June 10, 2002) 
to Serials 019, 021,026 


Submission 


August 20, 2002 




MediGene AG response to FDA*s 
preclinical recommendations 


Submission 


September 06, 2002 




Fax from FDA w/comments from Stats 
reviewer for Serial 027 


FDA Fax 


September 11,2002 


030 


Information Amendment 
CMC 


Submission 


October 7, 2002 




Information Amendment 
Clinical & Preclinical 


Submission 


November 29, 2002 


032 


Update to Serial 03 1, page replacement 


Submission 


December 18, 2002 


033 


Information Amended- 
Pharmacology & Toxicology 


Submission 


December 23, 2002 


034 


2002 Annual Report 


Submission 


December 24 2002 


- 


Fax from FDA - Statistics Conunents 
regarding Serial 03 1 


FDA Fax 


December 30, 2002 


035 


Information Amendment 
Proposal to use Hochberg procedure for 
statistical analysis plan 


Submission 


January 30, 2003 


036 


Request for Guidance regarding use of 
second supplier for API 


Submission 


March 18, 2003 


- 


Record of FDA communicatiori (phone 
call received by WBC) 


Emailed Phone 
Record 


May 29, 2003 


037 


Transfer of regulatory responsibility 


Submission 


July 9, 2003 




Fax from FDA - Stats reviewer 
comments on Serial 035 


FDA Fax 


July 29, 2003 


Vjo 


Protocol Amendment - CT1018 
Addition of Clinical Investigators 


Submission 


July 30, 2003 




Record of Regulatory Agency 
Communication (Becky Donahue) 


Phone Record 


July 31, 2003 




Record of Regulatory Agency 
Communication (Becky Donahue) 


Phone Record . I 


August 1, 2003 




Response to Serial No. 038 
Electronic Copy of Protocol CT1018 


Submission 


September 3, 2003 


040 


Protocol Amendment - CTl 01 8 
Addition of New Investigator (Gall) 


Submission 


October 23, 2003 


041 


Protocol Amendment - CTlOl 8 
Addition of New Investigator (Hemsell) 


Submission 
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November 3, 2003 


042 


Annual Report 


Submission 


INOVemDcr UH, 




Giange of MediGene, Inc. phone and 
fax numbers 


Submission 


December 2, 2003 


044 


Protocol Amendment - Addition of 
New Investigator (Strober) 


Submission 


December 19, 2003 


045 


15-Day Safety Report - SAE (pustular 
vulvovaginitis) at Colombian Site 


Submission 


January 9, 2004 


046 


Change of Address 


Submission 


February 13, 2004 


047 


Protocol Amendment - New Clinical 
Investigators (Non-U.S, sites) 


Submission 


February 26, 2004 


048 


Protocol Amendment - New Clinical 
Investigator (Dr. Cheryl Gibson, site 
USA- 10, replaces Dr. Thomas) 


Submission 


Apnl 0, 2UU4 




Protocol Amendment - Updated 1572's 
& New Labels 


Submission 


Apnl 26, 20U4 




Request for SLI Carcinogenicity Study 
(FOIA Request) 


Fax to rDA 


May 4, 2004 


- 


Request for SLI Study must be sent 
directly to NCI (FOIA Request) 


Phone Record 


May 5, 2004 


- 


Request for SLI Carcinogenicity Study 
(FOIA Request) 


Fax to NCI 


May 6, 2004 




Response to May 5, 2004 fax to NCI 


Letter from NCI 


May 11, 2004 




Information Amendment - Updated 
1572 (Dr. Higareda-Almaraz, Mexico) 


Submission . 


June /, 2UU4 


UDl 


Information Amendment - Updated 
1572 (Dr. Caracas, Romania) 


oUDmission .: < 


August J, 2UW 




Protocol Amendment - New & Updated 
1572s 


ouomission 


August 3 1,2004 




Pre-NDA Meeting 


Phone Record 


November 3, 2004 


- 


Pre-NDA Meeting - Official Request 


Phone Record 


November 3, 2004 


053 


Request for a Type B Meeting - Pre- 
NDA Meeting 


Submission 


Novemoer j, 2UU4 




Pre-NDA Meeting - Discussion of 
meeting type and tentative date 


r none Kecora 


November 9, 2004 


054 


Annual Report 


Submission 


November y, zUU4 




Confimiation of pre-NDA meeting date 
(January 24, 2005) 


rDA email 


November 11,2004 


- 


Acknowledgement of FDA email 


Email to FDA 


November 15, 2004 


- 


FDA correspondence: Type B meeting 
scheduled for January 24, 2005, 
1:00-2:00 pm 


FDA Letter 


November 30, 2004 


055 


Preclinical Amendment 


Submission 


DecembCT 03, 2004 


056 


' Information Amendment-CMC 


Submission 


Decemba- 06, 2004 




Pre-NDA Meeting Agenda Email 


Email to FDA 


December 06, 2004 




Response from FDA-Pre-NDA Meeting 


Email from FDA f 


December 07, 2004 




Pre-NDA Meeting Logistics email 


Email to FDA 


December 10, 2004 


057 


Request for Carcinogenicity waiver 


Submission 



Polyphenon FDA Submission Sumfmry.doc 



Page 7 of 9 











December 17, 2004 


058 


Pre NDA Meeting Package 


Submission 


December 20, 2004 


- 


Pre NDA Meeting Package 


Phone Record 


December 29, 2004 




Request for Summary Basis of Approval 
for Aldara (imiquimod) Cream, 5% 
(FOIA Request) 


Fax to FDA 


January 03, 2005 


- 


Receipt of FOIA request 


Letter from FDA 


January 21, 2005 


059 


Pre NDA Meeting List of Attendees 


Submission 


January 21 2005 




Fax of Pre NDA List of Attendees to M. 
Wright (Serial 059) 


Fax to FDA 


January 21, 2005 




Pre NDA Meeting Package Comments 


Fax from FDA , 


January 24, 2005 


- 


Pre NDA Register of Meeting 
Participants 




February 2, 2005 


- 


FOIA Response Summary Basis of 
Approval for Aldara 


juciicr iruin rurx 


February 4, 2005 


060 


General Correspondence 
MediGene Pre-NDA Meeting Minutes 


o u umiooiuii 


February 8, 2005 


- 


Correspondence from FDA re: setting 
up secure email for NDA 


rcLK irom rurx 


Fphmarv Q 2005 




Telecon with Millie Wright re: secure 
email 


Phone Record 


P'f^'hniarv 1 1 900^ 




Email to W. Lee re: setting up secure 
email 


Email to FDA- ; 


February 14, 2005 




Email from W. Lee-Secure email guide 


Email from FDA 


February 14, 2005 


- 


Email to W. Lee-Secure Email Guide 
correspondence 


Fmail tn FDA 


February 16, 2005 


- 


Fax from M. Wright Official Minutes 
Pre-NDA Meeting 


Fax from FDA 






Letter from FDA including Official 
Meeting Minutes from Pre-NDA 


Letter from FDA 


February 24, 2005 


■ 


Telecon with Sandy Childs re: 
Information on Submission Date for 
NDA 


Phone Record 


February 25, 2005 


- 


Email to M. Wright re: Electronic 
Format 


Fmail tn FDA 


February 25, 2005 


- 


Telecon with CDER Document Room 
re: Pre-assigned NDA Number 


Phone Record 






Email to Sandy Childs re: phone number 
for Document Control Room 


Email to FDA 


February 25, 2005 


- 


Email response from Sandy Childs with 
Telephone number to Document Control 
Room 


Email from FDA 


March 30, 2005 


- 


Email to M. Wright re: Number of 
Copies of NDA 


Email to FDA 


April 1, 2005 




Email from M, Wright out of the office 


Email from FDA 


April 1,2005 




Email to M. Wright acknowledging out 
of the office and will follow-up next 
week 


Email to FDA 
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April 7, 2005 


- 


Telecon with Millie re: Electronic 
fonnat for NDA, Number of Volumes, 
Carcinogenicity waiver 


Phone Record 


April 21, 2005 


- 


Email to Millie regarding binder colors 
for NDA 


Email to FDA 


May 11,2005 




Request for Waiver of Application Fee 


Letter to FDA 


May 2J, zUUd 


UOl 


General Correspondence: Change of 
MediGene Authorized Representative 


Submission 


May / J, zuUj 




Copy of Serial 061 Cover Letter to M. 
Wright 


Letter to tuA 


May /j, zUUj 




General Correspondence: Clinical 
Long-term safety evaluation 


Submission 


June 22, 2005 




Telecon with Millie re: NDA binder 
colors 


Phone Record 


June 23, 2005 


- 


Teelcon with Beverly Friedman re: 
PDUFA User Fee Waiver Request 


Phone Record 


June 24, 2005 




Amendment to Request for Waiver of 
Application Fee Submitted on May 1 1, 
2005 


Submission 


June zy, zUUd 




Telecon with Beverly Friedman re: 
MediGene AG's affiliates 


Phone Record 


June 29, 2005 




Email to Beverly Friedman regarding 
MediGene AG's affiliates 


bmail to rDA 


T..»» OA OAAC 

June 30, 2005 




Reply Email fit)m Beverly Friedman 
response received 


email irom rDA 


June 30, 2005 


- 


Email to Millie re: NDA Patient Data 
Listings 


Email to FDA 


July 12, 2005 




Email from FDA: Response NDA 
, Patient Data Listings 


bmail irom rUA 


July 25, 2005 


063 


Request for waiver of Pediatric Studies 


Submission to FDA ; 


September 06, 2005 


■ - 


Letter from FDA granting approval of 
the small business waiver of the 
application fee for NDA 21-902 


Letter from FDA 


October 11,2005 


- 


Telecon with Millie Wright 


Phone Record 


October 11, 2005 




Email to Millie Wright re: FDA address 
change 


Email to FDA 


October 11, 2005 




Email from Millie Wright re: FDA 
change of address 


Email from FDA 


November 10, 2005 


064 


Annual Report 


Submission to FDA 
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NDA LOG 



Polyphenon® E Ointment, 15% 
FDA Correspondence and Submission Summary 
NDA 21-902 



1 IQeM 




ii , . , 


1 mm 


September 23, 2005 


001 


NDA Submission 


Submission 


September 23, 2005 


- 


NDA Field Copy Submission 


Submission 


October 1 1 900^ 




Telecon with Millie Wright, re: receipt of 
NDA, new acting Division Director 


Phone Record 


October 1 1, 2005 


- 


Email to Millie Wright, re: Central 
Document Room address change 


Email to FDA 


October 11,2005 




Email from Millie Wright re: Central 
Document Room address 


Email from FDA 


November 16, 2005 




Email to Millie Wright, re: PL out of office 


Email to FDA 


November 28, 2005 


- 


Telecon with Robert HummeL re: NDA 


Phone Record 


November 29 2005 




Telecon with Robert Hummel, re: NDA 
telecon 


Phone Record 


November 29, 2005 




Email to Robert Hummel, re: NDA telecon 


Email to FDA 


November 30 2005 




Email from Robert Hummel, re: INN / 
USAN status 


Email from FDA 


November 30, 2005 




Telecon with FDA, re: INN /USAN status 


Phone Record 


December 2, 2005 




Telecon with FDA, re: NDA CMC 
Questions - Manufacturers, PE Testing 


Phone Record' 


December 2, 2005 




Email to FDA, re: Follow-up from telecon 


Email to FDA 


December 8, 2005 


- 


Telecon with FDA, re: USAN Application 


Phone Record 


December 8, 2005 




Fax from FDA, re: Filing Communication 


Fax from FDA 


December 9, 2005 


002 


CMC Amendment: Tabular Summary of 
Manufacturers, PE Testing 


Submission 


December 14, 2005 


- 


Email from FDA, re: Response to voicemail 
on CMC question (characterization) 


Email from FDA 


December 14, 2005 




Email to FDA, re: Request for clarification 
r on-CMC question #3 in Filing 

Communication fcharacterization) 


Email to FDA 






Email from FDA, re: Schedule telecon to 
discuss CMC question # 3 (characterization) 


Email from FDA 






. Telecon with FDA, re: clarification on 
CMC Question #3 in filing communication 


Phone Record 


December 16, 2005 




Letter from FDA-Filing Conmiunication 
dated Dec. 8, 2005 (Original hard copy) 


Letter from FDA 


December 22, 2005 




Email to Millie Wright, re: update on 
USAN name 


Email to FDA 


December 29, 2005 




Email to Millie Wright, re: Stability 
Amendment Update 


Email to FDA 


January 4, 2006 




Telecon with FDA, re: Clinical Site 
Inspection CT 1017 - Russian Site # 1 


Phone Record 


January 5, 2006 




Email to Millie Wright, re: Follow-up to 
Phone Record -Russian Site Information 


Email to FDA 
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January 6, 2006 


003 


Response to Filing Communication 


Submission 


January 16, 2UU6 


f\f\A 

004 


Response to FDA email 1 1/30/05, 
re: US AN and INN Status 


Submission 


January 17, 2006 




Email from R Hummel re- TISAN StatiiQ 
and additional CMC questions 


Email from FDA 


January 17, 2006 




Email resDonse to R Hummel re* US AN 
Status and additional CMC questions 


Email to FDA 


January 23, 2006 




Email Confirmation of PDUFA date 


Email from FDA 


January 25, 2006 


- 


Phone call with Millie Wright - Clinical 
Site Audits and Miscellaneous 


Phone Record 


January 26, 2006 


- 


Email information of CT 1018 Chile # 4 and 
US #9 sites 


Email to FDA 


January 26, 2006 


- 


Additional Copies of NDA 21-902 
Submission 003 to M. Wright 


Submission of 
Desk Copies to 
FDA 


January 27, 2006 


- 


Telecon with Dr. Rajiv Agarwal, CMC 
Reviewer, re: Batches Used in Pivotal 
Clinical Studies 


Phone Record 


January 30, 2006 


005 


CMC Amendment - Addition of 12 Month 
Stability Data for Ointment 


Submission 


February 1,2006 




Telecon with Roy Blay, Ph.D., Office of 
Medical Policy, re: Information request in 
preparation for Clinical Site Audits 


Phone Record 


rcDruory i, zuuo 




Email to M. Wright, re: Meaning of "E" in 
Polyphenon® E 


Email to FDA 


February 1, 2006 




Email to R. Hummel, re: test for heavy 
metals and arsenic JP vs. USP 


Email to FDA 


February 1, 2006 




Fax from M. Wrisht, re: Clinical and 
Statistical Questions 


Fax from FDA 


February 3, 2006 


006 


Supplemental Form FDA 356h 


Submission 


reoruary /, zuuo 




Email from R. Hummel, re: Dr. Agarwal' s 
advice regarding USP vs. JP methods 


Email from FDA 


reoruary ih-, zuuo 




Telecon with Millie, re: changing the drug 
product trade name 


Phone Record 


reDruary lo, zuuo 


UU/ 


CMC Amendment-Response to email 
questions from FDA 1/1 7/06 


Submission 


rCDruary lo, zuuo 


(\(\Q 

UUo 


Response to DSI (Roy Blay) requests on 
2/1/06, Clinical Site Information 


Submission 


February 22, 2006 




Email from R. Hummel, re: CMC Batch 
Info. 


iimaii irom rUA 


February 22, 2006 


009 


Clinical Site Information 
(Letters of Assurance) 


Submission 


February 23, 2006 




Voice message from Roy Blay, re: Follow- 
up to email 


Phone Record 
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1 mm,.:A 


rcDruory zo, zuuo 




nmaii to Millie wngnt, re: LaDCl MocK-ups 


bmail to FDA 


Fehniarv 28 2006 


010 


CMC Amendment - Response to FDA 
Email Dated February 22, 2006 


ouomission 


March 1 2006 




Fax from M. Wright, re: Clin. Pharm./CMC 
question; clarification to Feb. 22 fax 


roA irom ru/\ 


March 1 2006 




Telecon with Dr. Rajiv Agarwal, re: AddM 
batch info; update on USAN application 


r none ivccoru 


March 2 2006 


oil 


CMC Amendment-Response to Phone 
Request on March 1, 2006 


o UDmibblun 


March 6, 2006 


012 


Clinical/Statistical Amendment: Response 
to FDA Fax Dated Feb. 1 , 2006 


Submission 


March 8, 2006 


- 


Telecon with Millie Wright, re: status of 
clin./stat. questions, trade names 


Phone record 


March 8, 2006 




Telecon with Rajiv Agarwal, re: Add'l 
CMC Requests - API blending, 10% 
ointment 


Phone Record 


March 28, 2006 


- 


Email to Rajiv Agarwal, re: NDA 21-902, 
Response to Phone Inquiry of 3/8/06 


Email to FDA 


April 7, 2006 


- 


Fax from FDA, re: Clinical reviewer request 
for drug product samples 


Fax from FDA 


April 17, 2006 


013 


CMC Amendment - Submission of 
Comparability Protocol for Addition of 
Second Drug Substance Manufacturing Site 


Submission 


April 18, 2006 


- 


Email to FDA (copy of Submission 013) 
and response from R. Hummel, re: Goldie, 
Scott, new CMC Project Manager 


Email to and 
from FDA 


April 18, 2006 


014 


Response to FDA Fax Dated April 6, 2006 - 
Drug Product Samples 


Submission 


April 18, 2006 


015 


Addendum to Response to Filing 
Communication Submitted on January 6, 
2006 (Submission No. 003) 


Submission 


ADril20 2006 


016 


Response to Clinical Pharmacology /CMC 
Fax of March 1,2006 


ouumibbion 


April 20, 2006 


017 


CMC Amendment - Response to FDA 
Phone Inquiry on March 8, 2006 


Submission 


ADril20 2006 




Telecon with Millie Wright, re: status of 
trade names, 10% ointment data, misc. 


r none recora 


April 21, 2006 


018 


CMC Amendment - Additional Response to 
Filing Communication dated 12/8/2005, 
Identity and Assay for Excipient Oleyl 
Alcohol 


Submission 


April 21, 2006 




Telecon with Millie Wright, re: 
Comparability Protocol and Trade Names 


Phone record 


April 25, 2006 


019 


Labeling Amendment 


Submission 
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April 26, 2006 




Telecon with Millie Wright, re: update 10% 
Ointment Stability Data, Worldwide 
Marketing Status, CTl 005 


Phone record 


April 27, 2006 


- 


Email to Millie Wright in response to Dr. 
Papadopoulos' questions 


Email to FDA 


April 28, 2006 


- 


Email from Millie Wright, re: request for 
raw data for Dr. Papadopoulos 


Email from FDA 


April 28, 2006 




Email from Millie Wright, re: request for 
batch analysis of 10% drug product (Haupt) 
& comparison (10% vs. 15%) 


Email from FDA 


April 28, 2006 


- 


Email to Millie Wright with additional 
information in response to Dr. 
Papadopoulos' questions 


Email to FDA 


April 28, 2006 




Fax from Irma Rivera at FDA to propose 
inspection dates for two manufacturing 
facilities in Germany 


Fax from FDA 


May 1, 2006 


020 


Clinical Amendment - Response to 
Questions from Dr. Elektra Papadopoulos 


Submission 


May 3, 2006 


021 


General Correspondence - Clarification to 
Submission No. 013, CMC Amendment 


Submission 


May 5, 2006 


022 


Clinical Amendment - CT 1005 Site 45 
Raw Data Requested by Dr. Elektra 
Papadopoulos 


Submission 


May 18, 2006 


023 


CMC Amendment - Response to Chemistry 
Reviewer Request 1 0% Batch Data & 
Stability 


Submission 


May 22, 2006 




Telecon with Millie Wright, re: FDA 
request for telecom to discuss questions 
from clinical & statistical reviewers 


Phone record 


iVlay zz, zuuo 




Fax from Millie Wright at FDA with CMC 
reviewer information request 


Fax from FDA 


May 22, 2006 


- 


Fax from Millie Wright at FDA re: Telecon, 
May 23 at 4:30 PM 


Fax from FDA 


May 23, 2006 


- 


Fax from Millie Wright at FDA re: CMC 
Reviewer Questions 


Fax from FDA 


May 23, 2006 




MediGene internal minutes - Telecon with 
Millie Wright, et al re: Reproduction of 
efficacy results & generation of relapse data 


Phone record 


May 26, 2006 


024 


Clinical Amendment - Response to 
Clinical/Statistical Questions in FDA Fax 
Dated May 22, 2006 


Submission 


June 2, 2006 


025 


Clinical Site Inforaiation, Correction to 
Amendment # 008 (February 16, 2006). 
Copy to Roy Blay. 


Submission 


June 5, 2006 




Telecon with Millie Wright at FDA re: 
Follow-up to Clin/Stat Submission # 024 


Phone record 
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June 6, 2006 


026 


CMC Amendment - Response to FDA 
CMC Information Requests via Fax 
Memorandums, Dated May 22, 2006 and 
May 23, 2006 


Submission 


June 12, 2006 


- 


Telecon with Millie Wright at FDA 
re: Status of Clin/Stat Submission # 024 


Phone record 


June 22, 2006 


027 


General Correspondence - New Medigene 
Authorized Representative 


Submission 


June 22, 2006 


- 


Telecon with Millie Wright at FDA, 
re: USAN update and FDA request for 
telecon 


Phone record 


June 23, 2006 




Response To Request for 3 Desk Copies 
each of the ISS and ISE 


Mail 
CorresDondence 
to FDA 


June 26, 2006 




PDUFA Extension Letter 


Fax from FDA 


June 26, 2006 




Meeting Miniite<5' Stfitii<2 nf MHA — FHA 
Meeting Via Teleconference 


i cict/onicrencc 
Meeting Minutes 


June 29, 2006 




CMC Information Request 


Fax from FDA 


June 29, 2006 


_ 


PDUFA Extension Letter 


Letter from FDA 


June 29, 2006 


- 


Suggested USAN Name 


Letter from 
USAN Council 


July 10, 2006 




CP.OOl/Labeling 
Negotiations/CMC/Clinical-Biostatistics 
Review Status 


Phone Record 


July 1 15 2006 


028 


General Correspondence: CMC 
Information Request Rationale 


Submission 


July 1 J, zuuo 




Accepted Trade Name 


Fax from FDA 


Tulv 1 8 9006 




CMC Information Request Rationale/ 10% 
or 15% Formulation Review Status 


Phone Record 


July 24, 2006 


029 


General Correspondence: Clinical/Statistics 
Review Status 


Submission 


July 27, 2006 


- 


CMC Information Request Rationale 
Follow-up/1 20-Day Safety Update 


Phone Record 


August 01, 2006 




CMC Information Request Rationale FDA 
Teleconference/ 120-Day Safety 
Update/Labeling Amendment 


Phone Record 


August 01, 2006 




FDA Official Meeting Minutes of August 
l^'TConDSandDPSpecs 


Letter from FDA 


Anmict no OAH/^ 
/\UgUSl UZ, ZUUO 


030 


O J? j_ T T J J. 

Safety Update 


Submission 


August 09, 2006 


031 


CMC Amendment - Response to FDA Fax 
Memorandum Dated June 28, 2006 


Submission 


August 10, 2006 


032 


Label Amendment 


Submission 
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'mm 


August 14, 2006 


~ 


v^iviv^ /vnicnainent correction/ August 23 
FDA-MNK Meeting 


Phone Record 


August 14, 2006 


033 


CMC Amendment Correction 


Submission 


August 14, 2006 


034 


iNjj/\ /Mnenoment - type A Meetmg 

1? pmiPQt 


Submission 


August 16,2006 


035 


Type A Briefing Document 


Submission 


August 18, 2006 


036 


General Correspondence: Change of 
Contact Information 


Submission 


August 18, 2006 




CMC phone Request (Placebo) 


Phone Record 


August 18, 2006 


037 


CMC Amendment: Response to Phone 
Request on August 1 8, 2006 


Submission 


August 23, 2006 


- 


Type A Meeting Request/Clinical-Statistical 
Review Status 


Phone Record 


August 29, 2006 




Request for Desk Copies of Type A 
Meeting Briefing Package 


Mail 

v^ui 1 cojjuiiucricc 
to FDA 


August 29, 2006 




TvDe A Meetine/ CMC Reviewer*;' 
Comments for August 16*^ Meeting Package 


Phone Record 


August 29, 2006 


- 


CMC Reviewers' Comments for August 
16^*^ Meeting Packaee 

: \ — C C 


Fax fi-om FDA 


September 5, 2006 


- 


Request for Teleconference - Regulatory 
Options 


Phone Record 


September 07, 2006 


- ' 


Teleconference Status - Regulatory Options 


Phone Record 


September 08, 2006 




Teleconference Meeting Minutes — 
Regulatory Options 


Meeting Minutes 


September 08, 2006 


_ 


FDA Official Meeting Minutes of Sept 08 
TC on DS and DP snecs 


Letter from FDA 


September 14,2006 


038 


Regulatory options Response and TC 
Meeting Minutes 


Submission 


September 14, 2006 




Clinical Information 
Status/USAN/SPL/Reeulatorv Ontions 
Response 




September 19, 2006 




TC Request to Regulatory Options 
Response 


Phone Record 


oepiemoer z i , zuuo 




Teleconference Meeting Minutes - 
Submission 038 Response 


Teleconference 
Meeting Minutes 


September 27, 2006 


- 


CMC Amendment Status/Phase 4 Study 
Info/USAN Name/ALPS CP/Label 
Negotiations 


Phone Record 


September 28, 2006 


039 


CMC Amendment - CMC Pending Info 


Submission 


September 29, 2006 




Container and Carton Label Changes 


Fax from FDA 


October 04, 2006 




CMC Info Request - Sept 28 CMC 
Amendment 


Fax from FDA 
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October 04, 2006 


040 


CMC Amendment - CMC Information 
Request to Submission 039 


Submission 


October 04, 2006 


- 


Label Request 


Fax from FDA 


October 05, 2006 


041 


Label Amendment - Response to October 
04 Label Request 


Submission 


October 06, 2006 


042 


CMC Amendment - Updated CPM Test 
Instruction 


Submission 


October 06, 2006 


- 


Labeling Clinical Information Request 


Fax from FDA 


October 10, 2006 


043 


Label Amendment - Response to October 
06 Clinical Information Label Request 


Submission 


October 12, 2006 


- 


Container/carton label change status/Phase 
4 Study Info status/ALPS CP 


Phone Record 


October 12, 2006 




August 1^* FDA Official Meeting Minutes 


Fax from FDA 


uctooer 13, 2UUo 


044 


Label Amendment - Response to 
Container/Carton Label Change 


Submission 


October 16, 2006 


- 


Container/Carton Label Change - Storage 
Temperature 


Fax from FDA 


October 16, 2006 


- 


Container/Carton Storage Temperatwe 
Label Change/Phase 4 Study Info 


Phone Record 


October 16, 2006 


- 


Phase 4 Post-marketing Studies 


Fax from FDA 


uctooer i /, zuuo 




Container/Carton Storage Temp Label 
Response 


Fax from FDA 


October 18, 2006 


- - 


Container/Carton Storage Temp Label 
Questions/Phase 4 Study Teleconference 


Phone Record 


October 18, 2006 


- 


FDA Response to Container/Carton Storage 
Temp 


Email from FDA 


October 19, 2006 


- 


Draft Labeling 


Phone Record 


Uctober ly, zUUo 




Draft Labeling - Word copies of FDA 
proposed PI and PPI 


Email from FDA 


October 19, 2006 




TC Meeting Minutes - Phase 4 Study Fax 
Memo 


Teleconference 
Meeting Minutes 


October 20, 2006 


- 


Label Negotiations TC w/ FDA and Phase 4 
Draft Protocol 


Email to FDA 






Label Negotiations TC w/ FDA and Phase 4 
Draft Protocol Response 


bmail irom rOA 


October 20, 2006 


- 


USAN Name 


Email from FDA 


October 23, 2006 


- 


Phase 4 Draft Proposal 


Email to FDA 

(not a 
submission) 


October 23, 2006 


045 


Label Amendment - Response to 
Container/Carton Storage Temperature 
Statement 


Submission 


October 24, 2006 


046 


Label Amendment - Response to Oct 19 
FDA-Proposed Draft Labeling 


Submission 


October 24, 2006 




Draft Labeling/ Action Letter 


Phone Record 
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October 25, 2006 


- 


Label Negotiations TC 


Email from FDA 






Label Negotiations TC/Phase 4 Draft 
Proposal for PK Study 


Phone Record 


October 25, 2006 




Phase 4 Draft Proposal For PK Study 


Email to FDA 

(not a 
submission) 


October 26, 2006 




PI-PPI Labeling/Phase 4 PK Study 


Phone Record 


October 26, 2006 


047 


General Correspondence - MediGene's 
Agreement to Phase 4 Commitment 
(PK Study) 


Submission 


October 26, 2006 




FDA-Proposed PI Draft Labeling 


Email from FDA 


October 26, 2006 




MediGene-Proposed PI Draft Labeling 


Email to FDA 

(not a 
submission) 


October 27, 2006 




PT Draft T pHpI Prnnrkcnl 


Phone 
Correspondence 


October 27, 2006 


048 ■ 


General Correspondence - MediGene's 
Agreement to Veregen™ Final Labeling 


Submission 


October 30, 2006 




Veregen Labeling - Indication 


Email from FDA 


October 30, 2006 




Veregen Labeling - Indication 


Email to FDA 


October 30, 2006 


- 


Final Label 


Phone Record 


October 30, 2006 


049 


General Correspondence - Resubmission of 
MediGene's Agreement to Veregen 


Submission 


October 31, 2006 




ND A Action Letter - Approval Letter 


Fax from FDA 


October 31, 2006 




NDA Approval Letter 


Phone Record 


November 01, 2006 




NDA Approval Letter - Complete Refax 


Fax from FDA 


November 08, 2006 


050 


. Safety Update 


Submission 
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